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(57) Abstract: Drugs useful as preventives and remedies for urinary frequency, urinary incontinence, asthma, chronic obstructive 
pulmonary disease, rheumatoid arthritis, arthritis deformans, pain, cough, irritable bowel syndrome, vomiting, depression, anxiety, 
manic-depression or schizophrenia which comprise a combination of an NK-1 receptor antagonist and an NK-2 receptor antagonist 
and/or a cholinolytic. More specifically, drugs comprising a combination of a compound represented by the following formula (I) 
[wherein the ring M represents a heterocycle having, as the partial structure -X-Y< thereof, -N=C<, -CO-N< or -CS-N<; R a and R b 
are bonded to each other to form the ring A, or R a and R b may be the same or different and each represents hydrogen or a substituent 
in the ring M; the rings A and B are each an optionally substituted homocyclc or heterocycle and at least one of them is an optionally 
substituted heterocycle; the ring C is an optionally substituted homocycle or heterocycle; the ring Z is an optionally substituted 
nitrogen-containing heterocycle; and n is an integer of 1 to 6], its salt or a prodrug thereof with an NK-2 receptor antagonist and/or 
a cholinolytic: (I) 
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©flSI^J OS*. MSSti, Bftmm. — X— Y< £LT-N = C<, -CO-N 

mmm ; z m&mwkZ nx v \x & <t t ^sa&uKai ; # £ ?jf n & 1 1 6 
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(I) 



Mm&, mam& — x — y< i;b-c-N=c<, -co-N<*fci± 
10 -cs-N<*m-tzmmm; 

15 cm±mt^*&^x^x%jL\,^mm&ittmmi%; 
zm±mWi£tix^x ! b&\,^mmw.mm ; &&xf 

ttm-fzztmmztix^Zo 
20 zzwcomm 

*^hj(± n $gs> safest mm, m&mmmpmm. 'ja-TfBB»^ »ngis 
^ m> nin± N ao^, ^&m, mmm, mnfmmtzzom 

mKft\sXfc<mmx%%w&*mktzzt*mm}i-t2> i b<Dx$>z>o 
*mnm<oi£. ±mmm^m^mmm^mi3iitmm, nk-i^7>^^ 
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X K ftfc. - 2 6 3 5 8 5^&*Rtf3«fc£;h,fc±fB©<b^(I)$ b < f± 

(i) mm, m$m, mm, m'&mmmmm. 'ja-v^H»^ *9gNflf& * 

5 * N «„ jHRttMBAk Pitts aog, ^ggte % K»m, *WMH^fc 

io -r«efc>^ #$8niifcj\ 



CS:^ MJgfi, gP^at — X=Y< fcbt-N=C<, -CO-N<^fel± 
-CS-N<^nt^«; 

n{± 1 &^b 6 ©«E»*^f Tf^tlS-fb^RKI)* b < i±^©^£fcf±^©:/P 

C 2 D -fb-^RKD**® (9 S) -7- [3, 5-tr* (b'j7MP^f-;i/) 
^3-6, 7, 8, 9, 10, 12-A^ftKD-9-^^;V-6,.12-W 

2 
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V-5-y*=-)l [1,4] [2, 1-g] [1, 7] j-y (D 

(9 S) - 7- [3, 5-^ (h'j7;i/tP^f;i/) ^>S>;i>] - 6, 7, 8, 9, 
10, 1 KD- 9-pWl/-5- (4-pt^;b7x-;i/) -6, 12- 

S?2h¥V- [1,4] ^T-tft^ [2, 1-g] [1,7] ^7*-iJ3>X <D (9R) 
5 -7- [3, (h'j7MD^^;v) ^>^;P] -6, 7, 8, 9, 10, 

1 i-^-y-tKp-9-^^;i/-6, l 3-^^-dpv-5 l 3 h- 

[1,4] [2, 1-g] [1, 7] j-7^0i», @(9R) - 7- [3, 

5-tT7 (hU7;i/tD^^;i/) ^>y;i/] - 6, 7, 8, 9, 10, 11-^ 

tKP-9-^f;v-5- (4-^^;i/^^-;i/) -6, i3-v**v-i3H- 

10 [1, 4] S^TVW [2, 1-g] [1, 7] j-79-VS»* (DOR) -7— (3, 
$-*J* Y*i<"^>Vfr) -5 - (4-7WD7ir;i/) - 6, 7, 8, 9, 10, 

13-WV-13H- [1, 4] *J7V 
t/J [2, 1-g] [1, 7] ^-7^U^>^fett© (9R) -7- (3, 
h#i/^>^;i/) -6, 7, 8, 9, 10, 1 l-^-tf-t h*P-9-^^;V-5- 

15 (4-^^-;V7^^;i/) - 6 , 1 3-^^rV- 1 3H- [1, 4] V?Vi/J [2, 

i-g] [i, 7] ±7?-vz;>x-$>%±m CO f3«©E^ 
C3D -fb-^i(l)^ (9R) -7- [3, 5-tr* (bU7^n^^) ^>^;v] 
-6, 7, 8, 9, 10, 1 l-A+tbKD-9-^^;i/-5- (4-p<^l/7x 
-6, 13-S>t*y-13H- [1, 4] WW [2, i-g][i, 

20 7 ] s»t**±ib C i : ta«©E*k 

C5}GR9480 0, GR 1 5 9 8 9 7^ MEN 1 0 6 2 7^ MEN 1 1 4 2 0 (n 
25 epadutant) N SR144190, SR48968 (saredutant). GR 1 4 9 8 6 1 N 
YM 3 5 3 7 5., YM3 8 3 3 6, ZD 7 9 4 4, L-743986. MDL105 

2 12 A s ZD6 0 2 K MDL1 05 1 7 2A, SCH20552 8, SCH62 
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373, R-1 1 3 2 8 K RPR- 10614 5, SB-414240, ZM-2 
532 7 0, SCH2 1 7 0 48, L- 65987 7, PD- 1 4 7 7 1 4(CAM-229 
IK MEN 1 0 3 7 6, S 1 6 4 7 4, GR 10067 9, DNK3 3 3, GR94 
8 0 0, UK- 2 2 4 6 7 1, MEN 1 0 3 7 6 tfci±^O^T"$>S±sB CI} Bfltt 

C6D mm, m&gts m» &&mmmmi& u^-v^to^, mmmm^ m 
«, mmmmm, tent, ?^m» ^&m, mmm^itmn^-mm^m - ^ 

C 7 } N K - 1 >*3-XhtNK-2 §l<&W7 > * =f -X h jfin U >M 
C 8 D N K - 1 =f-* h tNK- 2 &&foT>*3-X h £: 

C9} *?LilJtK^L-C, 5£ 



03;*, SB^flBS — X= Y< £LT-N = C.<, -CO-N<tfei± 

- C S - N < ; 

f ^ y yommm t n k - 2 ggsffcr. =f^x h ©#»«£ 4*&*fr*>*T8:-5- 
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mmm&, mm, m, mmmmm, mnt> 50*^ mip^ 



C5£*> MJgfck BlUMffii — x=Y< £:bT-N=C<, -C0-N<^fcli 

-CS-N<**-r««BR«l; 
10 R**«kVR b tt*fc|g^bTAB|l*^flK-r«^ *«^ttM-*fc*^llfco"T** 

& < a bt WT % <k WllBRJl ; 

15 Z^t*iKj|*nTl^fe«kV^-ga3R«*3S;*J;V 

ntt 1 fc^ b 6 ©gifcfc^-T oD T!**n*flS^W( I)4» b < ft*Ott*fcli*<Drn 

CI ID (9 R) - 7- [3, 5-W ( h 'J7MD^f;V) -6,7, 
8,9,10,1 KD-9-^^;i/-5- (4-^f;i/7ir;i/) -6, 

20 1 1 3H- [1, 4] [2, 1 - g] [ 1 , 7 ] U 

CI 2) tt3ij>im'^>, 7d^ijx ^'J7it»> h;^ny 
^^^U>s *YbM3^tr»>ASfcl±*©J!fiT?**±IB C7} £fcfcfc CI 1} IB 
»©B3& 
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ci 3D mm, m&m, m^mmmmm, »; gzMmmm, 
mm, m, «rl> *>-?m, mmm^r^±mn^mm<D^m - 

*S*8!]-C*3±fB Cl ID IBttOlS^ 

CI 4D «»K^tTs (9R) -7- [3, (b'J7Mn^f;i/) 
5 -6, 7, 8, 9, 10, ll-A^th'D-9-^^V-5 - (4- 

^^7i^) - 6, 13-^V-13H- [1,4] VTVt/J [2, 1- * 

1 

el [i, 7] ^7^uy>©^attou>^j0^«fc*m^t>ia-T«# > r f 

ftmw&, mm, m, mm&mmm, mot, $^m, mwm*tttm*tom : 
io mwffi • 

ci5D iix m&m, Ms m&mmmmm, ua-vfHm &mmm&, I 

*&^&SBe*r3;fc«>© (9R) - 7- [3, 5-trx (hU7;vto^f;i/) ^> 

^;i/] - 6, 7, 8, 9, 10, 1 1-^-9-b KP-9-^5=-;i/-5- (4-^ \ 
15 -6, 13-WV-13H- [1,4] *J-rV%/J [2, 1-g] 

[1, 7] J-7?-VV>£tfu^V>M®&m, 

c 1 6 d ±ib c i d mmomm, &&vm®mm*mm, mtm, m&, m&mms. 

- (CH!, "-0 (la) ' 

[^^cD^fB^{±HufBi:llim«^-r] ■ 

6 
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•nm^ti^h^mda)^^} (i) c^ti5*o-c$.^ fo&m da) 

LTflsi^J (T) h&moo 

5 mwomm-temw 

ft-^ (T) fcjbniU CP- 1 2 2 7 2 U GR-2 0 5 1 7 1. HSP- 1 1 7& 
¥<D\f^V¥>mm£, L-7 6 0 3 7 5. L-7 5 8 2 9 8, MK-8 6 9 (L- 
7 5 4 0 3 0)&if©^*'j>i§#^ NKP-6 0 8-C(CGP-6 0 8 2 9), 
10 SR- 1 4 0 3 3 3&^©t^y^>^ FMmfos R-6 7 3, OT-7 10 0, 
FK-3 5 5, R- 1 1 6 3 0 1&£©7S; RPR- 1 0 0 8 9 3&£© 

h*D-rv-r>K— ;i/^a»^ ci-102 1 (pd-i 54075) 

V>f b*^7^h*i§#ifc> ^©#> LY-3 0 3 8 7 0. SDZ-NKT-3 4 3, B 
IMT-17, GW-5 9 7 5 9 9, L-7 5 9 2 7 4, D A- 5 0 1 8 £fcl±^*l 
15 £©je&£#TO t £*l3o ^©*Tfc^£<fb-^ (T) #$y£lANo 

tufas; (I) *k MSii*. £B#$t3£ r _ x — Y < j tbt-N = C<, -co 

20 r_ x=Y < j ^UT-CO-N<^fc{i-N = C<*^-rSo 
rR, a 43«J;'U ? R b j fcov^T 

& 7^>;m-^>^ t:h'D^r^;i/^ ^hPS. 

7 
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!_ e T;m=^>* h**x ^h=^x /o^i/, .^vyh^ s 

10 ec-^h#X tert-^h^^^ir©C!_ 4 T;i/-3^S&£X ^l/^;^ 
(^^-Jl^s ^jv9-^r. rp tf;i/^3\ 7^)1?-^ >fvr^V^> sec 
tert-^5 : -;v^^©c 1 _ 4 c 

<D^y-^fe{i^-c 1 _ 4 T)\s*)\s-r$.;mzx\ m^&^mx^x^xhx.^, 1 

^Pj^fc l~3mSA,X\,^X ! b&\,>5~9m(DmW;7K;& E^US* 
25 vr y 5 £ fc & 6 M cd^##^t 5. ; ^ ; ^ u s;;k fcTv y ;k U 

8 
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^tKoKU^-M i?th*Dl^7-;K s?th*nKDij;K ^fcHP-f^^VU 
;K ^bh*D^^^U;K ^tFDWir;!/, ^th'D77-M ^tFD^7 

7V U ;K ^ h v t H P-f V?-77 U 5 1 h ^ b h'D^'^V' »J ;K rh7bh'P 

Ji^l/TJ^^-^^-^^s rDWA^^-M^X' ^^^^^-^^r^ti: 

15 x _ 6 (09*.i£. ^?vk 7°p.^;k ^V7°Ptf;K :t*^;k -f v 

sec-^;K tert- fe^iij'?.^. 

_ 4 ^tS>k ^pp^tS>k 7;i/^-p^^;k s^i^p^ 

20 ;K hU^DD^fM h'j7Mo^^K xf;K 2 -^p^o^K 2,2, 
2-hiJ^DDxf;K 2, 2, 2 - h V y )]/^rvi=c^-)^ 7 )l>*n^?-JK 

7°Pt:;K.3, 3, 3-h'j7M0 7Dt;K 'fVT'D^K 1- (h'J7;i/tP 

4, 4, 4-h'J7;i/tP7*f;K -fV^fM sec-:7* 
t*-;k tert-^;i^6«iif©c 1 _4 77i/#;vafcj3 1 ~ 5M (#£l~3<g) g& 

9 
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OCx-4 T;i/n^^-C 1 _ 4 7)]/*)V&\ 

y^Ptf;K 2-7^y^;K 3 -7^y 4-7$ 

^-Sfeli^-Cj.e 7;^7^-C,. e y^i^S; 

^i/7^y^m 2- (N-^5=-;vT^y) ^^-;k 2- (n-j^kf^/) 
15 2- (N-^^;i/T^y) ^d^;k 3- (N-y^KP* y ) ztuvdw 3 

- (N-^Wl/Tc- y) 4- (N-^^;i/T^y) 2- (N-^^ 

3 y y c 3 _ x 0 */ v a t^^t u-c,. 4 t^km), 

mmm^u^m^m^ timmttzcD^umtt i~3m&/o-e\,^T%&^ 

^ fcro^ftj&gttT ^ j - c x _ 4 ; \i V 5=-;k t: 

10 



WO 02/051440 



PCT/JP01/11231 



;kp $. y ^ ?-;k ;vt^^^^;k kts. j 

10 ^r;v-*;i/^-;i/3}-^r^-c 1 _4 ^Wt^tis. 

M^feii i ~ 5igftoADy>i^iiife c ,. 6 -Dvu^i/mzz&mf 

3rX 7;M-p;< ^7MD^ h^riX h U 7)\zHrU^ X hU^PP 

15 ^ h=3r>X Jib^rX 2, 2, 2 - h U 2, 2, 2-hV^PP 

C,. 4 ?)VU*rism, ^fc{±l~3M*©^py>Jl^g^bfeC 1 _ 4 
20 T;Vndr->^ mx.lt, * b^rX S>7;M-p* b=^X h V7)V*U* b*X ^ 
h^X 2,2, 2- b U7;^pachdpx 7-n^^X ^V7D^X ^b* 
X 4, 4, 4-h'J7Mn7*h^rX >fV:?*b^X sec - :7* b 

c©^a^T;l/^;^^a^^P^>'^bT;^^;^5 : •^Si:bT(±^ ^J^(i^ 

11 
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5" u z?)i*u* aL^-)^ir, t:;i/^> -f v t°p tr;i^:3\ -f^y&Hr^ 

4, 4, 4- h U ^J/^n^^V^^&^tf^ftSo 

p^;K S>^d^.>^;k S^n^^K 5>^n;r^;i/S&i?) 

fc^tf^tu f"T'J-;i/^j fcfck C 6 . 10 7'J-M(iiit 
10 r^^T^ yatjfc^mtfs C,_ 7 T^^^ySC^J^fi, 

-tfcli^-7;^;i/7^ySj i:Ltl^ ^y-.^fei±^-C 1 _ 4 ^;i/3f 

15 )\<7^;m (M?L\£^ x^;i/7^y, rrot^KP^y. s^^ts. 

W^tt^tiii^ sKftis^ftifcD^DjK^* i~3ffl^-e^-c*«k 
v^5~9*©^T^y^ (^J^.« N t:py^y N tf^'j^y, : EM , v^ 

n*o r7;v^;i/*;V3j?r;i/7USj fctt, fll*.fc& 
20 Ci_ 4 r^lz-AJV^l/T^ya (fliili, r-fe^;i/T^y, yn^^--;i/T^ 

T^ya&iTX r^n^s/a/M*-;^ tzfciu fllitfc^ C x _ 4 
25 ;k :7h^>#;)/^-,«&£X rT^;^;^-;^ 00*. c,. e 

12 
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5 rA^*5j;t>*B^j tol^T 

m VT'J^X lfU^>> t^u^>, kd-;k -<s*v— 

t+IJ-^-^i/^iW v+ty-Wd;^) &^#« , £ft£o ^bv^M^Jil 

20 i fflttf 5 io^t w« (mz.it, tt7*>mz& 

tm 3; bl^ 

* ax dm??: i b 3«*tt 5 b 9 mmmmm 
mm, u *. b < f± 5 6 acDg^#i^^^^^s^^o 

13 
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■tf^— ;k i^t KD>f vw^-^ifW^tu BSfcWi/rfcfc, ±13© 

rb7k Kn^f V3-7 S ) — -JK rh7tFDW;-;K rh^hCn^vW 
-;b3»&£#3£fcfe>ft*o A^fcHbTBu 09*. «n jK3RM^^fc> MlSIM^ £ 1 

1 £ fctt 2 ffl-^tf 6 N0?Hf88EK3lffll (0>J*.fc£> ^ 'J V > % tf^ if) . 

b 9 H) ©8iM*BHb**U » * b < t± 5 £fcfcfc 6 JKoaW^-fbzKJRa: n*o. 
15 0!|*.K<. ASSfcHbTfc^-'Oex C 3 . 10 J/^D7^> 

>s ^^D^>^^ £/^D^Hz> N ^P^V?"^^ ^n^T^&if) 

>>7P7^>i:tTl±s C 5 _ e i/^Pm> (#J;tiis S^D'O^p 

C 3 . 10 ^n7;W> (0!J;L}f> istru7*>* is9ui>#>^ >>^p^s 

tl±c 5 . 6 ^>^dt;i/tj> (0!l*,fc£> >>^p^>#>&£) 

3«i»»*b<> ^£^>^>3|fc£##S;bV>o Bifciltli> ^J^.li^>-lf>> 

25 A3»*J:r5BBS©"5*il>3Si< t^-^li «0y£**LTlvt* «fcVMWRJgT?*tJ* 
A^J:rfB«©5^* N Wjys*^bTV^*«tv>«^ST!«lfiRbT%«J:v^ 

14 



WO 02/051440 



PCT/JP01/11231 



bV\> 

5 atDI?^ 3?£b<y:Hi&^b3jl^i?. gi&K£*bWT*cfc^5;£fc& 

6M©^#^t^3S tru^x tr^^>. kv^>, tru^x 

— ;k -f $tr>J— ;k ;k h 'J7^-;k 7^>, ^77- ;k 

>fv^77-;K ^-^V-^^W v*t>-\/-;wg&£) (ii) 

mLX^X^X^mtmmmj © r^^^j Erie rsiifcfcJ: 

6M©^tlM«j i:Hi»©3m»ia*39*^tf fen*. maSfcHttZ r© 
bT ^X £^3$#i£i*Jlt3»j 36** bT wt * k^mm&h hX\±, 0fl*.t£> 
15 «f & AJS:fc «kVBS!lfcfeH-a-©i:H«©iK«y£*«^fcf6ixS-o ±IB r 5 6 

ioms^Sj i:bxiis Hula r^mmmmmj (Dmxm^rcotmmvmmm 

bv^ 

mm.$m 5 * 6 s©^#^*^) d > ffcfrfcm&»&* bw 
rmmtitik!*^ r^fwanh f^>Hf>^j &m\sx^xt>&^mm&£\sx&, m 

^.{i N y\D^>M-?s B^S£*bTt>WT i fecfci^;b*;i/^ ADy>ft$ftt 
25 7^7^!, T^i/tf^ak tb*p^>;Hx -hD»s ^7^& T^y^ 

^ mMmttx<D^vm¥*'£A,x\,^x i b&^mK75.;m. tk^mjix 
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A3^J;tfB3S##bTVvt*«fcV> r^n^JBC^j fcfck 7'^ mm, 

fit. **JR^ (ft7«;^ JfiJWR^&if) 
A^:fcJ;U J BJgA s ;£bTVvTfc<fcv , > rg^£^bTVNTfc J;^;^;^ £b 

(ii^-c^e m/i/7^7S(im pWK/'S.y, x^vio^A s^^<^;i/T 

mm, ^) & *r a* msoMt 1 ~ 5 m<DWMM*m b-c v %r & £ 1 n c x _ 6 

T)i$-)iM rotr;K -fvrntM t^;k <iv?=f- 

;K sec-^;K tert-r^-^asaaf) ft^W £>*i&o AD^Wb^ti 
15 tv^-c*>«tv>r;i/=¥;^ 0fl*.fc&, c a _ e £cfctM~4fli;fiS®;\py 

i/WtfBft bfe c a _ 6 7)\,*)\,mi if b c © «t "5 j&^i/^i/ai* fet±/\ 

^■D^f;K hU^DP^^K hij7MD^f^ ^5=-;k 2-:t*p^j^;k 
2, 2, 2- h V^PPai^;K 2, 2, 2 - h U 7;i/^-P3i^-;K 7 )\/3ru 

20 7u\f.)W 3,' 3, 3 - h U 7;i/tD7D tT7K >fV7"Ptf;W 1- ( h U 

7;i/^-pp<^-;i/) 4, 4, 4-hij7MD7*f/K -f v^;k 

sec-7^;K tert-^M -fy*>^7K 5,5,5 

-h^MP^V^K 4 - h U ^M-p^gSM/T^K ^n^t^;K 6, 6, 6- 
h U 7;i/3|-p^^;k 5 - h u 7;i/^-p^^;^>^;i/*75:ifAs^-^^^o 
25 3 bv» rflM^S^bTV^TfcJ^TVi/^i/aSj fctt, /\P^Wb^tiT 

h'j^pp^f/K h'j7;i/tP^f;K x^;k 2-^p«^-;k 2, 2, 2- 
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h'j7;^Pif;k ^>#7;M-p:n^;K 7"Dtr;K 3, 3, 3-hU7;i/^-D 

^d^k -fvrpt^K 2-hU7;i/tP^f;i/x^;K 4, 4, 4-h 

i~3 ««(D^ p y ym=?-&wm l fc c , _ 4 ^ „ 

m^&mm l & c , _ e tvi/ =i =^ x*& ^ &m-f <=> o c © <t a & * tt 

\±;\v?yfc7)),-3*i/m^ MiU£> * X^;m-p^ h*x hV7;v 

*-Pp< b^X b U^PP^ h^X ^h^X 2,2, 2-h.ij7;i/^Dxh^X 

10 2, 2, 2- h V^PPoih^rX ^>^^;i/^-p^h^>X rp#=3fX -fV7"P 
**X 37>*X 4, 4, 4- h 'j7;i/tn7*H#^ -fV^h^X sec-^b 
3rX ^>h^rX ^Xl/^-^X^^cW^StL^o ^No^Wb^tbT 
V^fc £^T;l/n3rX^j tfck Cj-4 T;i/P^rX^ i — 3^jg©npy 

vi^IibfcC,^ t;vp*s^ * h*X X7;M"P^ h*X h 

15 U 7MD^ h^f-X xh^X 2, 2, 2-h'j7;i/tDxh^X 7*p^^X 
^V7n*^X 7h^>, 4, 4, 4- h iJ7MD7 h^X -fV^b^PX se 
c- ^ h ^>»& i^ifi^m M o 

Am^^B^t^VX^X^ £^ ONPy>4b£4Vt^T&<£^T;i^;i/^:*- 

h'j7^tn^f;v^ 3L=f-)\,?-^ ^v7nwts 

:*\ 4, 4, 4-bU7MD7W^ ^Xl/^^if^ 

25 T;i/^;^^-a>^fc{il~3TOjg©>'NP>7 , >Ji^dSBiiLfeC 1 _ 4 

7n -< V7P ^;P5=-^ 4 , 4 , 4-h'j7MD7 
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dr;i/T^y» (0S*.«x ^5=-;i/T^y N 7pw^a vtmsr 

A^^ti^o T)V$-ji±)j]/tf— ^r^Sf:^ mt£. C x _ 4 

7;i/^;i/*r;v7^ySfcli> ^J^i^ Ci_ 4 7/i/^7^-;v7VS(^l 
15 ahu tf-frx/uft—ju'rs.Ss x^;i/*-;i'7^yS!&ir)> 

M^©«{± 1~5^ #£L<fil~3««T-fe3Cfc£^i*-r£„ 
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'fbStiTWt* J^c^ ^py>fb3*vrvvc%<I:v , *c 1 _4 :p;i/p 

*vt:vvEfc«kv>C 1 _4 7^n/3r;i/^j3J;?J^NP>7* WbSaiTWtfc J;^C t _ 4 T^l/P 

wtfc«fc<x mfck Apywr/ (fliAfck cr, Br-, i- fci:*), am-f 
20 zmmm, a (a-d 




(A-1) 



ess*, a 1 s±> /\p^>m^ mztes 7vm> mmmttz). nwxbzti 

;K HJ^pp^^VK 2,2, 2-Y x )yMX2^)W ^>$y)\sjru 
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^b^>, h'J7;i/tD^h^ bU^DD^ ^h^rX 2, 2, 2 ~h 

U7Mnxh^^x ^>^7;i/^-P3ih^^^^) ^^-TX (A-2) 



mmm^te&s MP^Wb^iVt^-t&^C^ •7)i*;]s& (MZ.lt, 
-fV7P^K hU7MD^m hiJ^DD^^K 2, 2, 2-hU 

:7;M-p:h^;k ^>*:7;i/;tf-pcc^;i/S&£X ^fc&MpyWb^frLTivrfc J; 
i^C^ t^p^S (M±lt^ p< hU7;i/tn^ MJ^PP* h 

10 Jp>X ^h*X 2, 2, 2-hU7MDxh^X ^>^7;1/3|-P^ h=^>^& 

&\)]&£i,^mmma±, mz.it, a, (a-3) 



t&^s a 4 ^^a 5 msfeitmmte-ox, ^uy>m* (mz.it, ?vm, 

15 . mmmttZ), Sfctt^pyWb^ift/t^T&cfcMC^ (fll;U;£> ^ 

hU7;v^-p^^;K HJ^pp^^MK ^^;K 2, 2, 2-hU7Mn 

IlI^ilbT^ mfck TIBS; (A-4) 




(A-2) 




(A-3) 
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0&*®&m^±mm£mmm%m-to3 x*m$tizmm&*mvx^x%&\,^> 

(da 1 &s\u>f>mT y^m, immttz), ^fefct^p^xm 

(2) a 2 js&vA 3 m-&tc\±mm-&^x, ^u>f><b$ftx^x<b&^c i 
W7Mu* h*x ^h^x^&£) "r-fcsnnfit^ 

(3) A 4 43ckt>*A 5 l^-iifcteffiltftoT. C x _ 4 (fclfcfcfx 

15 (4) A 1 Ifi/suVl/M* (mfck 7>y|, JfijWS^iT). 

(5) A 2 *5J;t>-A 3 |-lfcl»ot, C,_ 4 7;i/3=^>* (fll*.fck 

* h^x ^b^r^a^^:) T&sra^o 

5£ (A-5) ^«**iS*J»Bj&*#3;b^o 
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TIBS; (A-6) ^^tbS^Stfe(i^Si^iN^if*s^*bi>o 
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<« JX 'OC „J?C ■. 

.... & ! ^cc . ^pc . 9c ■ 

««> ocxx. jcx. QC ■ 




E 1 {±c x _ 4 (tfjfcfck *^;k ^d^;k 'fV7"Dt;i/i&. 

if) J0iir*wu (ii) ^£fts^^&*t-s*bi^&^nyw3j-> (#1*. 
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fcf, CI', Br", I" fflgtf \*u*5>"( 4 

jm ;>WK ^^;K rntf;k ^V^ni^i/*^) ^fe{±C 6 _ 10 T 

zmmms «iK, (b-d 



;i/-*;i/^-;i/^^fe^^;i/^dr^>;i/»^^-r^ 5£ (B-2) 



20 C^;*n B 2 ^tFB 3 . MD^>ig^ ^n^Wb^ax 

^a^iTX (B-3) 




(B-1) 




(B-2) 
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(B-3) 



C^*, B 4 , B 5 it, HI— £fcB:*BS&oTx An^VS^ /\u>f> 

5 S&fc^bl^RIJieSfcfck 5* (B-4) 




(B-4) 



C:S»t\ B 7 , B 8 ^ck^B 8 J±, |W|-2;fct±*Bli&^"T. AD^>I^ 

10 ftizftzh^mmmthxte, ties; (b-5) 

(^j) (^j) (B-5) 

B™ 

15 fWBSitk B 1 ~B 10 ^i3^§^ny>^{3{i N fl|*.«x 7^1, jtftjR 

;K h'J7Mn^^ hU^nn^^K xfM 2, 2, 2 - h 'J 7;i/^-pni 
5^;K 2, 2, 1, 1, 2, 2-rh7 7;btoi^ ^ 

>^7;i/^-D^;Vs 7*0^ 2, 2, 3, 3-rh7 7MP7 , PWK ^V7" 
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It, ^h^>, hU7Mo^h^ hU^DD^b^X xh*^ 2, 2, 2 
-hU7^tnxb^ 2, 2, 1, 1, 2, 2-^b 

57MDxh^ ^.>^7;V^-paih^^ N 7D4^^X 2, 2, 3, 

t£s<>v>ma±, $f^u<tt> s (b-6) 



10 




(B-6) 



*sp»jr * 6 L < f±> a; (B-7) 




(B-7) 



B 10 

( 1 ) B 1 > B 2 > B 3 B 4 N B 5 :fcJ;tfB a *s N Il|-^fc(±*a^oT> J\ 
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(2)B 1 ^B 2 ,B 3 N B 4 .B 5 :fe«fcVB e #s IH-*fet±ffl^^^T> M 

5 (3) B 7 , B 8 £cftfB 9 J\n7>m¥ 7^ SBWBFFfc^ 

(4) B 10 ^7>y^iE^ 

(5) B I0 *sc 1 _ 4 ^;i/^;v* **>i£&Z)s 

(6) B^fcfcfcB 10 *** KD^2/T?Wji$KTV^*«kv>c 1 _ e 7 > ;i/#;i/a£ (#1 



tfe»**b"CV>-C%>«tV^ 

&tzwmwmmi%M±, mm, a: (b-io) 



AS!* <fci5B^o^^fe(±v>-rti^-^*s^^7?$.s«^ zvmmt b-c 
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CD Am&&Tf&m<oo%^~rnfr-?i c,_ 4 Tiwm mz.&. ^^;k 

;K h^DD^f;K 2, 2, 2 - h u yjiztux-nw ^>#7)V$-n 

2, 2, 2-hu^nDai^;K yu\f)w -rvrptf;i/S*:^) *5«t^N 

h^rX h i;^nn^ h^X ^ b*X 2, 2, 2-h'j7/I/tDxh^i/ x ^> 
15 h*-X 2,2, 2- h D^pnaih^X ^Ptf^X >fV7D^ 

( 2 ) A3g:i3 J^BJS© a iHMmfr-^ : ^M^^^^J^^^-OWM 

;K h»;^DD^fM 2,2, 2-h'J7/i/tDxf/K ^.x*:7;m-p 

2, 2, 2-b'J^Dnx^;K t*o^;k -f V7o *5 .fctFM 

25 py>fb£JVCVVt*>«fcV'*C 1 _4 7JV3*i/& (0!|*.fcS % ^ h^X h'J7/l/tD^ 
h*X bU^pp^h^X xh^x 2, 2, 2- bU^l/^-P^b^X ^> 
^7;i/tnxh^^ 2, 2, 2-h'J^DDxh^x 7n**^ -rv7°o^dr 
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Am&wwiA&m b-t wc & z^mffimmmM (&mt, 5 * &« 6 m 

5 rc3@j fcowr 

V>«BRSS*^fo EffflH*»*fci±«lK3BI±N ll-i;fc&*Bii&£KglS£ l~5flS 
S£> #*b<B:l~3 i IHgjfttfbTVVT*J:VV, ^JxfeOWMtttRI*** 
fe &^3g© ^rtUDflHffcBtfc bT V >X «t V^o 

> (#!lX.fc£s i S#W7*>^ ->^D^.>^>, ^^D^it>. ->^D^r^>. 1/ 

tuXttytaX) fcif©3fc^bl OJIoaHfcRftjdcjfc $f*b<ii5^fe(±6M 

HulB^>^>^^©IH^©B^i;b-C{±> ^n-rviC? 

20 ;m-d^wk 2-^D^eai^;w 2, 2, 2- h «j 7;i/^-aai^;K /i— 

7;i/*d^;k 7"ok^ -fyrnK^ 3,3, 3-hU7;i/tDrp^K ^ 
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Hfec 1 _ 4 T;t/*;i/S (#lx.fcf. t h-Ddf-^^^K b h-n^xc^i/S&^X c 

5 ^^;k ^ h^^>^;K :n h^^oi^i^feifX c 3 _ 10 ^^nm;vi (#J 
;Lf£> ^nrrnt^K s^pt^;k ^d^v^k S/^n^^;K i/itu-^ 

fb£*iTi>T&J:^c 1 _ 1 o7',n'P^>S (#|;lJ£s ^ i^M-p/* h*SA 

hU^DP^h^X h'J7WP^F^Xxh^ 2, 2, 

h^-X tert-:7>3fSA :7;i/3-p b dfX ^>^;i/^-^X S^M^X 
y-;M-3^X ^-^^;i/^X 7^;M-=5r^&£)> >'\P'7*>''fbc?:ft<TV > >"'C & 

D^g^;i/^^ x.f-A'tt^ 7dk^ -fvrowi/^ r^;b^-*afcQiif)>. 

^;i/^u^^jf). 7m-A;i/«7^a (0>j*.ttx T-fe^ 
20 $ j > 7d br^n;i/T 5. y > ^ y jvt 5. y * if X t 5. y *;i/5tf— ^ak 

x ^^i/r^y^;^-;!/^-^^^^), c,. 4 ^;i/^r;i/x;i/^-;i/T^y^(^j 
?H£. y^^;i/^— ;i/T^y, ji^;^;^— a :tp tr;i/x;i/*— 
25 ^S*^), d-4 r;i/n^r^-*;i/^;i/» (^jjtli> * h=^#;i/#-;k 
dr^^-M ^d^^*;i/^-;k yb^r^^)^-)K -iv^h^tDV^ 
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)),*r)\'**ci'ti)\'^—)vm\ ij)]/ar^i/)^^ Ci_ e )vm (M 

^)Vi]))/^=.)W 7?-;i'i3J\/#—j]/Mi£¥), C 3 _ e i/ 

10 * 6 13. C3S h bT <OH5R«ll±. 00* fck 1 5 £ fcli 6 M©5f««l#^^ 

SIS 7U;k tWJ^ -fv#"frvnj;K ^7^'J;k -y 

vWj^>-f^^;ij;K K5vu^ i, 2, 3-*ws>tv^u;k i, 2, 

4-*W7 , ;iJ^ 1,3, 4 -ttWTVV )W 7 5V— )^ 1, 2, 3- 
^7^7V'J;K 1, 2, 4-9 L T^T\/>;;K 1, 3, 4-f7WiJ^, 1, 
15 2, 3-hUT^UM 1, 2, 4-hUT\/y;K rb7^iJ;K KUS^M 

20 tiTWC* J:V>o 

fc£, (00*. t& 7»«, ft*,. HfdJlT&^X ;\py>fls£ftTlvt 

^pp^f;K h'j7MP^^;K 2-yp^eo.^;K 2, 2, 2-hU 

25 7 vM-naL^;K ;t-7WDxf;K :7*Ptf;K -YVr/Pfc^K 3, 3, 3 - H j 

sec-^;K tert-^M ^— 7;V^-D^;V*^ 
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(0!l*.fc& s^^p^ hdpx h 'j7Mn^ h^x ^h^r^ 2, 

2, 2- h U:?;M-ncn h=^> N 71— y^-tux. h3px rp^^^x -fV7D^ 

y N x^7^^^ *J*=f-)\sT$.;^ V^frT^sm&Z)^ Ci_ 4 tvks^- 

;K hij^oa^fM hij7;i/to^f;w xf;K 2 -^p^a^K 2, 2, 
2-hij7DDi^K 2, 2, 2 - h >; 7;i/^-p^;K 7;i/tox5 L ;K t* 
ntf;K -fvrntfM tert-^;i/*^if)x &£T^py Wb^ftT^Tfc 
15 C j_ 4 Tvm^rS/S (0d*.fck ^ h^X b U ^;^o^ h dp X 31 |>#x 2,2, 

2, 2, 2-h'j7MDxh#X '1— 7MDX 1^ 

*Jau3-frT$.;mz¥), 0^3 7t/M**/& (00*. «n 7Mzb^>»&£) 

20 *«OiWSt^, 

h>J7PP^f;K hU7;vtn^^;K 2 -^p^ech^k 2, 2, 2- 

MJirppxf^ 2, 2, 2-h'j7;i/tPxf;K ;<-7^dx^ n :Tptf 
25 ;k ^v7dk;w tert-^;i/^^) N ^n$*Wb£*iTVvc* £v>c x _ 4 

p^>S (0!l3J£s ^ h^X h'j7^P^h^X xh^x 2, 2, 2-hU 
7DDxhap>X 2,2, 2-bij7;i/tDxh^i/ s ;l-7;i/^-p:x b^rX ^P 
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mmm*. mmm^, mm?* z<d i m& tz\± 2 itc^an^. 1 ~ 4 «*tt 

5 (i) 7u;k kdum twy;^ >fvWj;K 

-fvfryu^ t^\Z>j;K 1,2, 3-w^7yj;K l, 

2, 4-^i?-^t^u;k 1,3, 4-wy7yij;K 7^if-;w 1,2, 

3-^7WJM 1,2, 4-W7yj;K 1,3, 4-^7WJ^ 

i, 2, 3-b>j7^y;k 1, 2, 4 - h y 7V ;w fh^yu^ trys^K 
10 tij^-M ^u^^-;k h vri?-jiteZ(D5 $Ltd±6m<D35m 

■i >\ t v ;k 1 h — f ;k ^ w-r 5. #v y ;k ;w 
1, 2 -^>y>f v^iJ- v ; 'JM 7^; 'J;k 1, 2-^>^vWj;k 
15 1 h -^w h y y ;k *y u ;k -fv+yy ;k > ; y -;k u -;k 
dry^-9-U-;K 7*95>=;k ^-7^U^-;k ru-;K r^u^-;K *;wt 

h 1/^;k ^ ^ h U ^— ;K 7 ^ h d y -f > h* U P— ton CI, 2 
20 -b} KiJ^zM tr^Vn CI, 5 -a^ t?y^;K -Y^^V CI, 2-b} ^ 
U^-;K 4$.4rV CI, 2 -a} bTU^^n;K 1,2, 4-hU7^D C4, 
3-aD trU^;K 1, 2, 4-hUTyp C4, 3-b: t? 9 £ 

(3) ^df-S^-M TMf^S^K 5=-o:^-;k KPUS?— ^ % ^ 

25 h7tKD7'j;K ^'J^K Th7hh*Dt;7 r:;K =Efr-fo y ^fr^E 
y ~;k 5 ~ l o Jlo^SffKKftqte ^i^fcf 6> *i£o 

tiif3^*^ ( 1 ) - ( 3 ) ©a *>s mtdU j^MTOfl^ M3jtM3% «5W3\ 
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10 ^USsC^a TS/;i/*^S/&te«J:tFt KD^r^U^^Sii^fe 1~3M© 

m) ^ttiSo A#8jfcfct» ^bVNC^tcti, TiesS (C-1) 



15 Mny>fb3;ivtvvr*<fcv»c 1 _4 An^wb^ftrv^fccfc^c^ 
tfciitKD^^M^n ^feiiTtaS; (C-2) 



4 T)l>u3ri/^%7j%-fl X*mLt>£tl%m.Wi£tlX^X ! h iV^>-if >JS*> s ^£*l£o 

ccT*s c 1 , c 2 , c 3 N c 4 £&j±c 5 "cmtsM^u^>m^> ad^> 





WO 02/051440 



PCT/JPO 1/1 1231 



is^c-mt:^ Mitt (c-i) (c-2) t^ts c 1 ~c 

(1) c 1 , c 2 *«ttfc 8 # N ra— *fcttfc#*&o.-c, ^o^>*t^ /\py> 

(2) c 1 N c 2 43«tt>*c 3 m-tititmrntz^x, wf>m*£tzi±^v 
io yxb^n-twrfc J;wc 1 _ 4 7n>*)vm^ 

O) c 1 > c 2 £ck^c 3 # % ra-*fcH:fflse;oTs ap^>i^ 

(4) C 1 , C 2 i3J:VC 3 ^ ra-$fd»^t> ^P^Wb^tlTV^fc 

(5) C 1 s C 2 ^-tfcfilSl^t^ MD^XbSiVCVvt* 
15 ck^Ci^ :p;1/p3t^ % 

(6) C 4 &J;T>*C 5 *fci*ra»fcoTN ^P^>lH\ 

(7) C 4 *«tVC B l^-^fcfcfcfflJI&^-ts MD^WbSaVCVVCfc^C 

(8) C 4 ^WC 6 MP^Wb;**V-CV>-tS<fcUC 
20 j_ 4 ^;i/=/^ri/So 

wmnm (l) ~ (8) fcfcwt* 0\D^wb^ti-cv>T*<tVNC 1 _ 4 .r;i/^;i/ 

25 &Tm<DWWt&x$>2>'*> j e>m&m-f ztizo 

(a) C 4 teXVC 6 ©5fc— #*Mc*Jg3\ tffe#*Mh^>^ 

(b) C 4 &£t>*C s as^M^ 
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(c) C 4 (Do ®J5tM vrnif;i/^ 

(d) C 4 iJcfctfC 5 ©5*>-;S*M Y^m, mi&l-* b^cis- 1-^*71/ 

(e) C 4 :fc£^C 6 #b'j7;i/tn^f;vSo ; 
M*®WWkM, mz.lt, (&mt, 3i^;K :/p^;k v j 

^;Vdr-;i/^ £ b < {±j^^2~4cD7';i'^-;i/^) N ^>^D7;i/+M 
15 tt^ $/^pra^;K ^^d^;k ^p^>^;k ^^n^^^;i/^^©C 3 
_ 8 J/^n7WM^ ^^b<{±c 3 _ e ^^n7;^;H), ^^D7M;i/-7 

^fMS;if0C 3 . 8 7'J- (08*. « N 

7^-;k i-7-7^;k 2-^-7^;k 7>h'JM 7xt> h u £<d#8R 

20 |&6~1 4<07U-M>»tU<ra»6~l 0O7U- ;i/a>#t7xxM), 

-hp^ ^>7^^ tb-n^s, d-4 t;i/p=^>S (09*. ^ h*s>\ ^ 

h^X 7D^i/, -fV7P^^ ^h^^tciTX Ci-4 Y W ' 

-c,. 4 T;^;i/7^7S(^l^{^^^;i/7*^7 > 3i5 : -;^^y> ^Pif;i/T$7, 
^e^t{± N 0a*.« N kdusja tw;^A ^;i/*ux ?-#=E)i 
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(ftti^ ;*^;i>;*;i'*— )vr c,_ 4 

10 ^ff^ti^o £;H£>©g*^©£fcJ±> Z3jt©*#£»b-t> m%.&, 
J*> #2;b<&12;fc&2ffigJKT«&So 

■ =3r V ffci £ tlX V > T & J; V ^T- & & © i; b V > o 

15 ZSjii^ TSBS; (Z-l) 

J^ N " (2 - 1) 

(•arts Di:E«, Efci«t'«a*3iw^fcfc*fcwza^« , r*at*w-r) t- 

v^D*3J;tJ f E^±^4 v l^n^^V'fb^nTv^-r^)J;v^T;^^^l/>^ ^^>^;i/^b> 
afe-efesfl^^v^ D^5J:T^*E-r'^4as^V'^b^t^TV^•c ^ foJ;v^T;l/^^'>a > 

ttis7)]/*l/>& J ^y^;i/^b>S{*s Z3»#5~l 2MJg, »*b<(±5~ 
9HSH*^-r«Al8WR**-r*©*s»*bv>o DiJi^E-e^^tiST;^ 

25 V>£©#9*«fck |fO-f;fc&Jl&oT:VvT&J;l\> 
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3rV'fb£*lTl , >t i fc e fcl , >C 1 _ 5 C !_ 7 ***/T)ls$-l<>& (*&£ C 

>m «fr&*nSo" S&fc^g-L^Dfcfcfc, Si- (CH 2 ) m - (S;+ N m{±l~7) 
^$H57;V+l/>^ ^-0- (CH 2 ) p - (5£rK pfcfcl~7©ggfc) 
5 tiZtti/TKZ-uy^ S-NH- (CH 2 ) q - (5£4\ q fci: 1 ~ 7 ©^tSt) T'Sl 

10 vvt^cfci^^-i^SA^im^o 

^k:>C = 0T?&3o iBftL^ZSitciii, mtf> TIBS: (Z-2) 



(5£»K m*5ctt) t p{±^tl^til~5 6D^*^-r) 
20 5-9 S^^^W^^tbSo 

r nj te-ol^T 

mjfBSi^ n&l&VM^6©^£^U 1 ~ 3 omWi, 1 2 
(I) £<fct>* (la) fc=olvt 




(Z-2) 
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HufB5£ (I) ;fc«fcV5£ (la) TZm$n2>fc<&mtej$\,\X, fuIB f"M3^j 
r — x = Y< j >"R a j TRbj r A ^j rBJgj rc3£!j rzjgj ;fc<fctF r nj om 

&.&t>wmtemmzti?, zzttz (D, da) *m 

gl-r-^So SFfSbV^fr&fcf (I), (la) fciu IWB»i:b^«B«© TM^j 
5 r -x = Y< j fR a j rRbj r A Mj r B^j rc^j rz^j fc«fctf r nj 

huI3^ (I)> (la) -e&ZtiZlb&WHDS*. «F* bwffr&lfcfcfcfc. 

5teib<&m (j^Tx fci^tf (i) t^ma) *fcttii^±ffiFOTi6aitt[3b^*na. 
10 a»e,ai«n&^njw^* i *fct±2^tr 5 tfcii6a®aaeB-eftD> ftfc&a*^ 

cmtfi, ad^>i? n /NDywb^ti-cv>T i fe)<fcVNC 1 _ 6 tvi/^;i^ (8? * b < 

fcfcCi-4 T;i/^r;i/S) cfcJ^VNpyWb^tVt^T&J^Ci-e :r;io3rS/S (2? 
15. ^b<{iC 1 _ 4 T;^n#^>'S)^^)M{^tlfel~3ffl©gf«^WbT^^T^) < J:v^^ 

ZmZMffctZBtfi- (CH 2 ) m - (m&l~7©^£^r) S;fcl±-0- (C 
H 2 ) p - (plil-7©Sa»*wf) 5 
ZJg£*»l&-r3E#>C = 0 ; 
20 — x=Y< #-CO-N<£fcfct-N = C< ; 

Wfcfck AJBfcbT. BUW35S; (A-5) «*n*aiR3Bft:if^H'6tu BSSi: bT 
25 buIB^; (B-7) (B-8). ^IC^ulB^: (B-10) H^fl^>^ >m&Z1fiWf *>ft 
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D^Wb^tlTOT&cfc^Ci^ 7>)1&]/&j £ LT&> 011*. « N *?-Jl, VVU* 
^•;K i?7fr*v**-)K h'J^DD^f;K h'J7Mn^5 L ;K ^^;k 2-7 
P^E^;k 2,2, 2- h U7;1/^-dcc^;k ^-7Moxf^ 7u\Z)W 3, 
3, 3 - h V 7;b^-D7"Dir;K ^V7DK^ 2-hU7;i/tn^fM5 1 ;K 7 
5 4, 4, 4-b'j7;VtD7*5 L ;K -fVT^W sec-^M tert-^;v 

§ o 

10 >77MD^ h^^X h'J7MD^ 3^h*X 2, 2, 2-hU7;i/tD 

^h^r^ 7;i/^D3ih^r^ 7D^X ^V7P^X ^h*X 4,4, 
4- h 'J 7;i/t0 7*f ^i' > -fV^h^rX sec-^h^rX tert-^h^X&i? 

15 

HUHHS: (I)> fSfcsS (la) ^ftSixMi**©^ UVv(b-&«fc|±, 
M©^m fclittf. TIBS; (A-7) T?3S3;HS«5R3S ; 



25 £<VCVvT*> <fcv^>-t?>^ ; 



20 





(A-7) 
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ZJ»&flfcft«D#- (CH 2 ) m - (mt±l-7©iM^t) &tzl±-0- (C 
H 2 ) p - (pttl~7©««*jjVr); 

Z3Ste«*8«E#>C = 0 ; 
— X=Y< #-CO-N<; 

nfe i & v 3 a © l t ^x % x v u v >m%i&m u 

p y Wb £ tvc v ^ T & J; v> C ! _ 4 ^ £ M \£ti1t 1 & v > b 3 fll©gj&S£ 
* b X V ^ T %> J: V ^ > -b? > ai-e & t) s 
20 C&&®J\u>f>m : 3 L , ©>'^^^Wb^nTV^T% £ kv^C 1 _ 4 T;l/^;^S^ (D^nd^ 
Wb^ftTwr* j^c^t^h^^ @c 1 _ 4 T;i/^;i/^T*eii£4 v iWT& 
•tv^^ak ©Cx-sT'^i/^-^^as^fctt^KaE^featt^fc i&i^b3^® 

bTUT * «fc W*>-g >mx$> D > 

Z3i#c 1 _ 4 ^;i/^;u^fe(i7k^ai?g^^4 v iTV>T * J; < **vfo£nx^x& 

— X=Y< #-CO-N<g;fct±-N = C<T!&!K 

n*$i-e*5^b^*fett-e©^^tLSo 
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5 tmmm'c&z) 

<b-&ti (T) ©5^£££#i;bWbi^i3(;t #j;LJ£, TfB-^T'^^tb5<b 



mt£ 2 ~ 5 CD^^§?t b^o 
(D/Noyvl?, (II)(i)b: h'D^i/S, (iijC^e^VnJp^a, (iii)C ^TJV 
7;mr;P75y», (viD^y-^feii^-Ca-s^^nr^^T^ya, (viii) 

S»iP63l«*US'N7 t PJS : ?* 1 ~3ffl^WT$ cfcO 5~ 9 M©W7 

(ix)c 1 _ 4 7;i/^r;i/^;i/^— ^7^S, (x) c 1 . 8 7^^v-*M-;vt+^ 




1 



10 
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l£fcl±2ffl) ^A,WCfc<fc^5~9Ji (^b<iix 6H) ©»US, (I 
V)*;i/^^;v^, (V) ft ;w^^f J;WI y - * fcfcfc^ - C , _ 6 TJ^JVij 

5 A3g£^U 

^b3^tf5&VNb9M©^«68g£i3g ($f^b<^> KU$»8I0 £^b; 
BW(i)fc K^^^-eg^l^tl-^:^^•r^)cfcv^c 1 _ 6 7';l/^;^s, (ii)c !_ e :p;i/ 

ittiznm&xwwk&ixx^x & £v> c 6 _ x 4 t <; b < t±, >m) 

C3g#(i)^n>r>Jm^, (ii)>'^P^>'^b^^^-tv^T*)^v^c 1 _ 10 T;^^^;l/^i5 e t 

15 ztix^xb£^c e - iA 7v-jm m%v<i±, ^y^ym x$>*) 

Z^*s(i)C 1 _ e T;v^l/^ > (ii)t KD^^3fefe«J:V(iii)^va£*»6)«:«»*' 
20 BtiK^i (I) -e^txS'fb-^{±^^bTV^*«fc<, *n**E3Slffii:bTM 

n^ws^rffiSiffl^bt^ mzi& mm, mm, v>m, ~v>m, mt\zm 
wswu u^m., ?^>m, %m, **>7,)i*>m, v-hj\y^->x^>m, 
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(t) t:^*ji5o 

^Tfc-fb^ (i) *J:v (ia) fc^£ftafb^©#T?#*Lv^©&w-r. 

(1) 7- [3, 5-trx (h'j7^to^f^) ^>^;b] -6, 7, 8, 9-^ 
5 h7tFD-5- (4-^f;i/7x^l/) - 6, 1 1-5WF-V- 1 

[2, 1-g] [1, 7] *7*-US» (WT> fb^tlNo. 1 fciSfS-r**^*** 

So) 

(2) 7- [3, 5-bTX (hij7WD^f;V) - 6, 7, 8, 9, 1 
. 0, 1 KD-5- (4-^f;V7x^;V) -6, [1, 

10 4] JJT-B^ [2, 1-g] [1, 7] *-7*-VS» (JJTK flifcfcNo. 2 £B& 
So) 

(3) 7- [3, 5-tTX (h'j7WD^f;i/) - 6, 7, 8, 9, 1 
0, 1 - (4-^^;i/7^-;b) -6, 1 3-S>*3fV- 1 3 
H- [1, 4] VTVi/J [2, 1-g] [1,7] ±79-^)V> 

15 (4) 6, 7, 8, 9, 1 0, 1 h*n-7- ( 2 -* b to) 

-5-(4-^fJl/7i-;y)-6, 12-WV [1, 4] *J7M\ZJ [2, 1 

-g] [i,7] 

(5) 6, 7, 8, 9, 10, ll-^th'P-7- (2-* b*i"<>Pto) 
-5- (4-^3Ml/:7:c-;i/) -6,1 3-^^rV- 1 3H- [1, 4] V7 S J%/ 

20 y [2, 1-g] [1, 7] *:7*-»;s» 

(6) 7- [3, 5-ex (fij7MD^^) ^>y;v] - 6, 7, 8, 9, 1 
0, 11, 12, 1 4 fc KD-5- (4-^^;V7^i-;V) -6, 14-^ 

[1, 4] %?7^=-J [2, 1-g] [1, 7] 

(7) 7- [3, (h^^P^^l/) ^>^;i/] - 6, 7, 8, 9, 1 
25 0, 1 2-A^th*D-6, 12-mv-5-7i-;V[l, 4] ^7t*t7 

[2, 1-g] [1,7] *7*-iJ3» 

(8) 7- [3, 5 -tfX ( h V7to*n*?-to) ^>^;i>] - 6, 7, 8, 9, 1 
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0, ll-A^bKD-6, 13-mv-5-7xr;i/-13H- [1, 4] 
¥7V*/J [2, 1-g] [1, 7] ±7^Vi?> 

(9) 7- [3, 5-fcTX (hiJ7;^D^^;i/) -6, 7, 8, 9, 1 
0, 1 (4-^f;i/7xr;i/) - 6, 13-^V-13 

5 H- [1, 4] V?^*s; [1, 2-b] [2, 7] ±7^U^> 

(10) 7- [3, (hU7;V^D^^) ^>^;i0 -1, 2, 3, 4, 
6, 7, 8, 9, 10, 1 l-r*th*D-2-^f;V-5- (4-*3-)V7 ^-JV) 
-6, 1 3-iWrV- 1 3H- [1, 4] [1, 2-b] [2, 7] 

10 (1 1) 4- [3, 5-t7 (h'j7MD^^) ^>^;i/] -2, 3, 4, 5- 
rF7hh'D-5-^V-6-7i^'JM3, 2-f][l, 4] *-dMH£ 

tr> 

(12) (9R) -7- [3, (h'j7Mo^f;v) ^>^] - 6, 7, 

8,9,10,1 2-^itfc h*P- 9-^^-5- (4-^^V7i_;i/) - 6, 
15 12-mv [1, 4] V?*ZV; [2, 1-g] [1,7] ^7^U^> 

Q3)(9S)-7-[3,5-tr* (bU7;wn^^i/) ^>s^;i/] -6,7, 
8, 9, 10, 12-A^tFD-9-^f;i/-6, 12-^=3pV-5-7i— 
;i/ [1, 4] *J?M\i; [2, 1-g] [1,7] 

(14) (9S) - 7- [3, (hij7Mn^f;V) ^>^;i/] -6,7, 
20 8 , 9,1 0,1 2 -^pf-t h' D - 9 5 - ( 4 x^;i/) - 6 , 

1 2-^^V [1,4] ^T-tftfy [2, 1-g] [1, 7] ±y^V-y> 

(15) (±) - 7- [3, 5 -If* (hij7MD^f;V) ^>^;i/] -6,7, 
8, 9, 10, ll-^tKn-Q-^^lz-e, 13-^V-5-7i- 
;i/-13H- [1, 4] ^7Vf^>; [2, 1-g] [1, 7] rh75^U^> 

25 (1 6) (±) -7 - [3, (h'j7MD^f;i/) ^>^;v] -6,7, 

8,9,10,1 Ho-9-^;i/-5- - 6, 

1 3-^^V- 1 3H- [1, 4] VT-;^J [2, 1-g] [1,7] 
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(17) (9R) -7- [3, (hU7;i/tD^^) ^>S*;V] -6,7, 

8, 9, 10, ll-^thKD-9-^fJl/-6, 1 3-^^rV-5-7^- 
;V-13H- [1, 4] SJTVW [2, 1-g] [1,7] WU^> 
5 (18) (9R)-7-[3, 5-W (h'J7Mo^^V) ^>S^;i/] -6,7, 

8, 9, io, 11 -^trt h'P-9-^^-5- (4-^^;>7i-;i/) - 6, 

1 3-5>*-*V- 1 3H- [1, 4] [2, 1-g] [1, 7] rJ-^U 

5» (J2Hn MNo . 3 fcH»rS:^#fc3o) 

(19) (9S) - 7- [3, 5-fcr* (hU7MD^f;i/) ^>$^l/] -6,7, 
10 8, 9, 10, ll-A^tb'D-9-^f;P-6, 13-^^v-5-7^^i 

;i/-13H- [1, 4] *JYV*/J. [2, 1-g] [1,7] ±7?"V*Jls 

(20) (9S) - 7- [3, 5-¥X (b'j7MD^^V) X>$M/] -6,7, 
8,9,10,1 1-^itt b*D-9-^^;i/-5- (4-^^7if;i/) -6, 
1 3-mv-13H- [1,4] [2, 1-g] [1, 7] y-y^-V 

15 

(21) 4 - [3, (hU7MD^^) ^>^;V] - 2, 3, 4, 5- 
rh7hh*P-5 -ttV-B -7 *.=.]!)/- 1 H-fcTU H [2, 3-e] [1, 4] 

(22) 5 - [3, ( h V7)V*U*?-)\,) ^>^;i/] - 2, 3, 4, 5- 
20 rb5th*D-6-^V-7-7x-;v-6H-^'JH [2, 3-b][l, 5] 

(2 3) 4- [3, (hij7MO^^;V) ^>^;i/] - 2, 3, 4, 5- 

rh7t h*D-7-^^-5-t*V-6-7i-;H^'J K [3, 2-f ] [1, 
4] *%tH?K> 

25 ( 2 4 ) 5- [3, ( h V 7)\,*U* 3VI/) ^>^;i/] -2, 3, 4, 5- 

^ h^t FD-8 6 -^y- 7-7:c-;i/- 6 H-tTU K[2, 3-b] 

[1,5] **WSs> 
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(2 5) (±) -7- [3, (b'j7MD^^;i/) ^>^;V] -6, 7, 

8, 9, 10, 1 Kn-9-b (4-^^;1/7ji^.;v) 

-6,1 2-V**V [1,4] VT^MJ [2, 1-g] [1, 7] j-7^Vi?> 

(2 6) 7-^>i?;i/-6, 7, 8, 9, 10, 12-^tKn-6, 12-5> 
5 ^-^rV-5-7^-;i/ [1, 4] VYWJ [2, 1-g] [1, 7] i~y^Vi?> 

(2 7) 7-^>^;i/-6, 7, 8, 9, 10, ll-A^th*D-6, 13-S^ 
t+V-5-7x-;i/-13H- [1,4] ^7^^^ [2, 1-g] [1, 7] ± 

(28) 7-^>^;i/-6, 7, 8, 9, 10, 11, 12, 
10 6, 14-^V-5-7xr;v [1, 4] VT^J^J [2, 1-g] [1, 7] 

(2 9) 7- (3, 4-y^nn^>^) - 6, 7, 8, 9, 10, 12-^^ 
t Kn-6, 1 2-^V-5-7ir;i/[l ) 4]^7-B^7 [2, 1-g] [1, 
7] 

15 (3 0) 7- (3, 4-^7DD^>^) - 6, 7, 8, 9, 10, 11 -^=3f-tf- 
th'D-6, 13-mv-5-7iz;i/-13H- [1, 4] ^7^^>7 [2, 
1-g] [1, 7] j-7^VV> 

(3 1) (S) -5- [3, 5-tT* (>'J7W^^1/) ^>^;i/] -2, 3, 
4, 5 -5 s h^t KP-3, 8 - f/l/- 6 -^-^r V - 7 - 7 xz;i/- 6 H - K 'J 
20 K [2, 3-b] [1, 51 

(3 2) (R) -5- [3, (hU7MD^^) ^>^;i/] -2, 3, 

4, 5-^h^tKP-3, 8-^^^;i/-6-^-^rV-7-7^-;i/-6H-lfU 
h* [2, 3-b] [1, 5] 

(33) 4- [3, (h U7MD^f/l/) ^>i?;i/] - 2, 3, 4, 5- 

25 ^h^b h*D-8-^^-5-^V-6-7i-;i/iri; h* [3, 2-f][l, 
4] ;f=HH?f > 

(3 4) 5- [3, (hU7;WP^f;P) ^>2^;i/] - 2, 3, 4, 5- 
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r^7k h*P-9-^^;U-6 -^-^rV-7-7^^;i/-6H-^U h*[2, 3-b] 
[1, 5] 

(35) 4- [3, (HJ7;i/*P**-;i/) ^>^;i/] - 2, 3, 4, 5- 
rh7h h*P-8-^^;i/-5-^V-6-7 3i^.;H^«; h' [3, 2-f ] [1, 

5 4] *^MHfl£> 9-;^>K 

(36) 5 - [3, (hU7;WD^^) - 2, 3, 4, 5, 
-Th7bb*D-9 6 7 -Z?*—)V- 6 H-fcT'J h* [2, 3- 
b] [1, 5] ttWi/^ 

(3 7) 8-7th^^-4- [3, ( h- U7MD^f;i/) ^>i? 

10 ;i/]-2, 3, 4, 5-fh5hFD-5 -sMfV - 6 -^o^l/try K — [3 , 2 
-f ] Cl,4] **WV> 

(38) h^^>^^;i/-5- [3, (hU7MD^f;i/) ^>i; 

;i/]-2, 3, 4, 5-^ h^t: FP-6-^-Jf-V-7-^rc-;i/-6H-tTU h*[2, 
3-b] [1, 5] **Wi/> 
15 (39) 4- [3, 5-K7s (hU7MD^f;V) -8-^DD^;i/ 
-2, 3, 4, 5 -7 1 h^H: h*P-5 -^^-;PtfU h* [3 , 2-f] 

[1,4] **c-Q-e\f> 

(4 0) 4- [3, 5 -fcT;* (h'j7MD^^) ^>^;P] - 2, 3, 4, 5- 
rh5t h3^>pWl/- 5 -t^V- 6 -7ir:;^iJ p[3 , 2-f] 

20 [1,4] ;TdHHftf> 

(41) 4- [3, 5-hr* (MJ7Mo^^) ^>^;i/] - 2, 3, 4, 5- 
^ h^t KP-8- (2-^^;i/^;i/) -5-^-^rV-6-7^-;i/lf U [3, 
2-f] [1, 4] *Mr1H?fc:> 

(42) 4- [3, (b'j7;VtD^^l/) ^>^;b] -2, 3, 4, 5- 
25 ^h^t Fu-S-^T-frT-X^T-fr-S-ttV-e-? h* [3, 2- 

f ] [1, 4] ;*3r-tHf£> 

(43) 8-T^y^^;i/-4- [3, 5-tr* (h'j7;un^fjv) ^>i?;i/] 
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-2, 3, 4, h*D-5-W-6-7xr;K^iJ H [3, 2-f] 

[1 , 4] tf> 

(4 4) 4- [3, 5 -ex (hij7;UD^f;i/) -2, 3, 4, 5- 

rhvh KD-8-^f;i/7^^f^-5-^V-6-7i^;i/K'J h* [3, 2 
5 -f ] [1,4] 2l-dMH?bf> 

(4 5) 4- [3, 5-bfX ( h 'J7WD^^) ^>S^l/] 
y^^;i/-2, 3, 4, 5-rh7hKo-5 - t^rV- 6 - 7x"MfiJ h* [3, 
2-f] [1,4] **-9-fc?tf> 

(4 6) 4- [3, 5-trx (hU7;vtn^f;i/) -8-^D7ot: 
10 ;i/T^y^<^;b-2, 3, 4, 5-fh7th*P-5 -^V- 6 -X:n-;Hf ij [* 
[3, 2-f] [1,4] **VW> 

(4 7) 4- [3, 5-fcTX (b)j7^n^f;v) ^>^;i/] -2, 3, 4, 5- 
rh7tFn-8- (N-^^-zi/^^^y ^^;i/) - 5 -7t-drV- 6 
U F [3, 2-f] [1,4] 
15 (4 8) 8-:r-fe3Ml/T* >>pWI/-4- [3, 5-E7 (h'j7MD^?;v) ^ 
>^;i/] -2, 3, 4, 5-rh7tHD-5-^V-6-7i-MfyK [3, 

2- f] [1, 4] 

. (4 9) 4- [3, 5 -ex ( hUx^D^wiO ^>^;v] - 2, 3, 4, 5- 
^hvtKn-8-^^ ^x^*^.;!/?* 5. y ^ 5 -sMr v -6-7 

20 UP [3, 2-f][l,-4]tWK> 

(5 0) 6- [3, 5-ex ( h 'J7;i/tn^^) ^>^;i/] -5, 6, 7, 8- 
^iftKn-3, 9-^*^;i/-5, 1 0-^^V-4-7ni^;i/e)J h* [2, 

3- f ] [1, 4] V7V>/> 

(51) 6 - [3, 5- ex ( h ij7;wn^f;v) ^>^;v] -5, 6, 7, 8, 
25 9, 1 0 — ^-tf-t b-n-g-^g^- 5, 1 0-WV-4-7xz^iJ b*[2, 
3-f] [1, 4] ^7^»> 

(5 2) 6-^>^;i/-5, 6, 7, 8, 9, 1 h*P-3, 9-i^^ 
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;i/-5, 10-mv-4-7i^'JK [2, 3-f] [1, 4] V7^Ji/> 

(5 3) 6- [3, 5-trx (h'J7Mn^^;v) -9-^;v-5, 

6, 7, 8, 9, 1 KP-3-^^;i/-5, 10-WV-4-7i 

— ;i/tr y F [2, 3-f] [i, 4] vrVisy 
5 (5 4) 6- [3, 5-trx (hU7;i/^-n^^;p) -6, 7, 8, 9, 

10, 10-^^-5, 1 l-m-*V-4-7^=- 

;i/-5H-^U K [2, 3-g] [1, 5] 
(5 5) 4- [3, (h'j7MD^f-;i/) 

^;i/-2, 3, 4, 5-9- h^b KD-5-^V-6-^i^;i/tfU K [3, 2- 
10 f ] [1 , 4] 3-=*-tM?t: > 

(56) 4 - [3, 5-bT* (F'j7Mn^f;V) - 2, 3, 4, 5- 

^ h^H \^U-5-^V-6-y^-)^V K [3, 2-f] [1, 4] *3MHf 
b>-8-#;i/5}?>^ 

(5 7) 4- [3, 5-M (h'j7;i/tO/^) ^>^;i/] -2,3,4,5- J 
15 ^h^b KD-5-a|-=^V-6-73i-;ut:i; K [3, 2-f ] [1, 4] *-#tH? [ 
b>-8-#;ww?-s. Y 

(58) 4 - [3, 5-t* (h'j7MP^f;i/) -N-^Wb-2, 
3, 4, 5-rh7h Kn-5-^-^V-6-73i-;ixbU F [3, 2-f][l, 
4] ^-^r-9-ifb>-8-A;i/^-9-^ K ; 
20 (5 9) 4- [3, 5-tT* (hij7MD^f;i/) ^>^;i/] -N, N-^pWI/ 
-2, 3, 4, 5-rh7tKD-5-^V-6-7xzMfiJK [3, 2-f] 

[ 1 , 4 ] ;Tdr-9-t? > - 8 - * K 

(6 0) 4- [3, 5-tf^ (h^MD^^I/) -N-n-^;b- 
2,3,4, 5-^b^t: l»D-5-t#V-6-7i=M; U K[3, 2-f ] [1, 
25 4] *^r-y-Bt:>-8-*-n/aP^F-9-^ K 

(6 1) 4- [3, 5-tT^ (hU7MD^5 1 ;i/) ^>^;W] -2, 3, 4, 5- 
^h^t Kn-5-^-arV-6-7i-;i/-8-b^.u^y H [3, 
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2-f ] [i, 4] 

(6 2) 4- [3, 5-hTX ( h U 7;^Dp<^;ix) - 2, 3, 4, 5- 

^h^t KD-8-^e;i/^';y ;i/-5-^v- 6-7^-;nf y k [3, 

2- f] [1,4] **WV> 

5 (6 3) 4- [3, 5- tr* (b>J7Mo^f;V) ^>S?;i/] - 2, 3, 4, 5- 
rh7tb'D-8- [1- (4-p<^;H^^.^^-;i/) -5-^V- 
6-7^^;i/^U h' [3, 2-f] [1, 4] 7|-*+H?t?> 
(6 4) 2, 3, 4, KD-5-^-Jev-6-7^-;i/-4- (3,4, 

5- h h^r^>^;i/) try h* [3, 2-f][i, 4] «-iHfif> 

10 (6 5) 4- (3, 4-^^PD^>^) - 2, 3, 4, 5-^h^t h'P-5- 
W-6-7x^t>; K [3, 2-f] [1, 4] 2Mr1H?tr> 
(6 6) 4- (3, 4-S\* h*5"<>S>;i/) -2, 3, 4, 5-fh7tKn-5 
-**V-6-7s^K>J h* [3, 2-f][l, 4] 

(6 7) 4-^>^;i/-2, 3, 4, 5-rh7t|*P-5 -^J-^rV - 6 -7 ^— ;i/ 

15 try k [3, 2 — f] [ l , 4] tr> 

(6 8) 2, 3, 4, 5-f b7tFD-6-^V-7-7xr^-5 - (3,4, 
5- h V* h*i"<>i>Jl') -6H-try K [2, 3-b][l, 5] 

(6 9) (S) -5-^>^;i/-2, 3, 4, 5-^h^t Kn- 3 -pWI/- 6 - 
t^V-7-7i^;i/-6H-t'Jb* [2, 3-b] [1, 5] 
20 (7 0) (R) -5-^>i^;i/-2, 3, 4, 5-f h7tpn-3-^V-6- 
W-7-7x-^-6H-KU h* [2, 3-b] [1, 5] **rWS/ls 

(71) (S) - 5- [3, 5-bf7 (hU7MP^f;i/) -2,3, 
4, 5-rh7k h*D-3-^^;i/-6-^V-7-7oi^-6H-try h*[2, 

3- b] [1,5] WVJ'^ 

25 (7 2) (R) -5- [3, 5-tf* (hij7MD^f-;i/) ^>^;i/] -2, 3, 
4, 5-rK7t Kn-3-^^;i/-6-^-^rV-7-7i^;i/-6H-tf U K[2, 
3-b] [1,5] ^-dr-y-^^> 
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(7 3) 7-^>^;i/-6, 7, 8, 9, 10, 1 1 -*v*#fc h*P-5- (4-^ 
f-;V7i-;i/) - 6, 1 3-S>**V- 1 3H- [1, 4] *JYV*/J [2 , 1-g] 
[1, 7] 

(7 4) (9R) -7-^>^;i/-6, 7, 8, 9, 10, 
5 -^^;i/-5- (4-^^7^r:;i.) - 6, 13-WV-13H- [1,4] 
*>y)%/J [2, 1-g] [1, 7] ±75=-U^> 

(7 5) (9 S) -7-^>$>;i/-6, 7, 8, 9, 10, 1 1-^-tf-fc b*D-9 
-^^;i/-5- (4 - 6, 1 3 1 3 H- [1,4] 
V7Vt/J [2, 1-g] [1, 7] ^-7^UJ?> 
10 (7 6) (9R) - 6, 7, 8, 9, 10, 1 1-^l^t h'D- 9 5 - 

(4-^^;i/7^^;i/) -6, 13-^V-7- (3, 4, 5-hlMb^>^ 
>Pfr) -13H- [1, 4] VT^i/J [2, 1-g] [1, 7] ^-7^'J^> 

(7 7) (9S) - 6, 7, 8, 9, 10, 1 1-^^t KD-9-^^;V-5- 

(4-*^)V7 - 6, 1 3-^tf-3rV-7- (3, 4, 5-blMh3^>^ 

15 >S?;U) -13H- [1,. 4] [2, 1-g] [1, 7] 

(78) (9R) - 7- (3, 5-S>* h*^>^;i/) -6, 7, 8, 9, 10, 
1 1 -^dr-tf-t KD-9-^^;U-5- ( 4 -^^P? :n -;i/) -6,1 3-i^=*- 
V- 1 3H- [ 1 , 4] VT^ls; [2, 1-g] [1, 7] j-7?-V*S> 

(7 9) 4-^>i?;i/-2, 3,4, 5 -=r Y v t h*P - 5 -^V- 6 - (4-p< 
20 3\>l>:7:n-;i/) bTUh*[3, 2-f][l,4] ;j-*-iHf^> 

(8 0) 4- [3, (hU7MD^f;i/) ^>^;i/] -2, 3, 4, 5- 

rh7hh'D-5-t+V-6- (4-^5 L ;i/7i-,il/) tT U F [ 3 , 2-f ].[1, 

4] *-=HH?t:> 

(8 1) (S) -5-^>y;i/-2, 3, 4, h*D-3-^^;L'-7- 
25 (4 - ^?^7i-il') — 6 — ^"^rV— 6 H — tf U K [2, 3-b][l, 5] 

(8 2) (S) -5 - [3, 5-fcT* (h>j7MD^^l/) ^>>^;i/-2, 3,4, 
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5-rh7h (4-^^7ir;i/) - 6-W-6H- 

tTUh*[2, 3-b][l, 5] **W*/> 

(83) (9R)-7-[3,5-^ (h'j7MO^^) 6 , 7 , 8 , 9 , 
10,1 1-^HJ-fc h*P- 5-(4-t x-;v)- 9 -^5=-;v- 6 , 

5 13-J>**V - 1 3H-[ 1 , 4]W>>^ [2, 1 -g][ 1 , 7]^'jy> 

(84) (9R)-7-[3,5-hT^(hU 7;i/^D^^;i/)^>$;;i/] - 5 -( 4 
5^71-^-6,7,8,9, 10,1 1-^-b-t h*P-9-^^-;i/-6, 1 3-^ 
^-^rV-1 3H-[l,4]^7^>/'[2, 1 - g][ 1 , 7]^"7^ U V> 

(8 5) (9R)-7-[3, 5-£*( h 'J 7;i/tD^f;V)^>^l/] - 5 -( 4 
10 5;;i/7^-;i/)-6, 7,8, 9, 10,1 l-^iJ-b Kn- 9 6, 1 3-^ 

**V- 1 3H-[1,4]^;W[2 1 l~g][l, 7]±-7^VV> 
(8 6) (9R)-7-[3, 5-tf*( h 'J 7MD^f;i/)^>^l/]- 5 - ( 4 

7, 8, 9, 10,1 l-A^tb*D-9-^f;V-6, 13- 
S>**V- 1 3H-[l,4]^;i/7[2, l-g][ 1,7]^7^-US» 
15 (8 7) (9R)-7-[3, 5-tT^( h 'j7^n^^V)^>^l/]-6, 7, 8, 9, 

l o, l l -^^i^t p - 9 5 - ( 4 f;v7 - 6 , 13-i? 

^V-l 3H-[i,4]y7^>7[2, l-g][l,7]^7^'jy> N-^S/ 
h* 

(8 8) (9R)-7-[3,5-tT^(h'j7;i/^-n^^;V)^>^;i/]-6,7,8,9, 
20 1 0, 1 1-^-lft KP-5-(4-t KD^^7iz;i/)-9-^f;i/-6, 
1 3-^^PV-l 3H-[l,4]^7^>7[2,l-g][l,7]t7^iJj;i/ N 
h* 

(8 9) (9R)-7-[3,5-t7x( b 'J 7;i/ta^^)^>^l/]- 5 - ( 4 - 
•tflris 7 6, 7, 8, 9, 10,1 1 -'vfriffc h*P - 9 -^^l/- 6 , 13- 

25 ^V - 1 3 H-[ 1 , 4 ]^7^ i^y [ 2 , 1 - g][ 1 , 7 ]t7f - U S^> N-tf-* 
& H 

(90) (9S) - [10,10,11,1 1- 2 HJ -7- [3, 5-tr* (h'j7;i/ 
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^-D^^l/) -8,9,10,11— - (4-th*D^> 

*7-)\,~7 ai-Jl) -9-^f/l/-7H- [1,4] Vy-Ji/J [2, 1-g] [1, 7] 
t7f'J^>-6,13-$?ry (±13(8 3) 0{O©d 4 W 

(91) (9S) - [10,10,11,1 1- 2 H 4 ] -1- [3, 5-tTX (h'j7/V 

5 ^-u^^;v) ^>^;v] -5- (4-^^;i/7i^;v) -8,9,10,11-rh 

7tKD-9-^f-/V-7H- [1,4] *J7")t/; [2, 1-g] [1,7] ±7?-V 
if>-6, 1 3-iS*> (±IB (8 4) ©fbl^ODd^) 

(92) (9S) - [10,10,11,11 - 2 H 4 ] -7 - [3,5-^ (h'J7/V 
^-D^^;i/) ^>^;U] -5- (4-*;i/^->7^^;i/) -8,9,10,1 1-r 

10 h7tfa-9^f;V-7H- [1,4] VW*/J [2, 1-g] [1,7] ±73- 
U^>-6, 1 3-i?*> (±f3 (8 6) ©tf}-^© d 4 {fc) 
(9 3) (9R) -7 - [3, 5-J> ("*>$>;i/3MF-$/) - 6, 7, 8, 

9, 10, 1 l-Amb*D-9-^f-;v-5- (4-^f/V7xz;i/) -6, 1 
3-WV-13H- [1, 4] [2, 1-g] [1, 7] 

15 > 

(94) (9R) - 7- (3, F n*->^>^;i/) - 6, 7, 8, 9, 10, 

1 l-^tffc KP- 9 5 - U-pWI^^;)/) -6,1 3 -i^* 

V-13H- [1, 4] VT^*/J [2, 1-g] [1, 7] ^75=-U^> 
. (95) (9R) -7- (3, S-^Jih^r^^O^;!/) - 6, 7, 8, 9, 10, 
20 1 1-^f-t KD-9-^^;i/-5- (4-^^;i/^3i-;i/) -6, 13-^+ 
V-13H- [1, 4] *J7V*/J [2, 1-g] [1,7] 
(9 6) (9R) -7- [3, 5-^ ( 1 -^^J]y^JV^^» ^>^;i/] - 6, 
7, 8, 9, 10, ll-A^hFD-9-^^-5- (4-^^-;i/^Ji-;i/) 
-6,1 3-i?**V-l 3H- [1,4] VT^lsJ [2, 1-g] [1, 7] ± 
25 7^U^> 

(97) (9R) - 7- (3, 5-^ V - 6, 7, 8, 9, 10, 

1 1 -^dMJ-fc Kn-9-^^;i/-6, 1 3 V- 5 -7*— 1 3H- 
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[1,4] 12, 1-g] [1,7] 

(9 8) (9R) -7- [3, ( h U 7)\s*U*?-)\,) -5- (4 

-^DP7xrjl/) - 6,7,8,9,10,1 1-^-9-t KD-9-^^-;i/-6, 
1 Z-Vit*V-l 3H- [1, 4] *JTV*s; [2, 1-g] [1,7] ±:7^ij 
5 i?> 

(99) (9R)-7-[3, 5 - ( h U 7;i/^n^5 1 ;i/) - 5 - ( 3 , 

4-^^DD7x^;i/) - 6, 7, 8, 9, 10, 1 1 -^-tJ-t h*D- 9 
-6, 13-WV - 1 3H- [1, 4] V7V*/J [2, 1-g] [1, 7] ^~ 

10 (100)(9R)-7-(3, 5— ^ -5- (3, 4-i^P 

D7xr;i/) -6, 7, 8, 9, 10, 1 ^0-9-^^-6, 13 

-^*#V-1 3H- [1, 4] V?V*/J [2, 1-g] [1, 7] ^7^Ui^> 

(101) (9R) -7 - (3, 5-^pWW^>^;V) - 6, 7, 8, 9, 10, 

1 1 -^r+f-t (4-^;K7:crx;i,) -6,1 3-^*. 

15 V-l 3H- [1, 4] [2, 1-g] [1, 7] 

(102) (9R) - 7- (3, 5-i;^DP^>i;;V) -6, 7, 8, 9, 10, 

1 1-^MJ-t KP-9-^f;V-5- (4-^^;i/7^-;i/) -6,1 3-^pj-*- 
V-13H-C1, 4] ^7^>7 [2, l-g][l, 7] ^"7^U^> 

(103) (9R) -5- (3, 4-^^QP7i-;V) -7- (3, 5-^9^ 

20 ^>^;v) -6, 7, 8, 9, io, n-^nh-n-g-^^-e, 13- 

S^MrV- 1 3H- [1, 4] [2, l-g][l, 7]^-7^U^> 

(10 4) (9R) -7- (3, hdf>>^>^;i/) -5- (4-7WP7 

^-;i/) -6, 7, 8, 9, 10, 1 l-^1fb KD-9-^^;i/-6, 13-S> 
;tf-*V-13H- [1, 4] *>7V*/J [2, 1-g] [1, 7] ^-75^U^> 
25 (1 0 5) (9R) -5- (4-^PD7i-jV) -7- (3, 5-^h3^>^> 
S^l/) -6, 7, 8, 9, 10, ll-A^tb-D-9-^f;v-6, 13-^* 
drV-13H- [1,4] ^TVW [2, 1-g] [1,7] 
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(106) (9R) -7- [3, (h'J7/^D^^) ^>^;i/] -5- 

(4-7)l*u-7 3L=.)V) -6, 7, 8, 9, 10, 
;i/-6, 1 3-$>**V- 1 3H- [1, 4] V"rV*sJ [2, 1-g] [1,7] 

5 (1 0 7) (±) -7- [3, 5-tTX (h'j7^D^?;V) -9-jc 
^-;i/-6, 7, 8, 9, 10, 1 (4-^^;i/7^-;v) - 

6, 13-mv-13H- [1, 4] *?7V%/J [2, 1-g] [1, 7] ^-7 

(10 8) (±) -7 - [3, (fU7^/tn/f;p) ^>^;i/] -6,7, 

10 8, 9, 10, (l-^^Vxf/l/) -5 - 

7izjl/) - 6, 1 3H- [1, 4]WW [2, 1-g] [1 , 

7] j-73-Vi?> 

(109) (±) -5- (3, 4-^^DD7i-;V) -7- (3, 5-V*Y**> 
^>^;V) -9-ac^;i/-6, 7, 8, 9, 10, ll-AWKn-6, 13- 

15 mv-13H- [1,4] V7V*/J [2, 1-g] [1, 7] ±7^U^> 

(110) (±) -5- (3, 4-i;^Da7i^I/) -7- (3, 5-^* h=^> 
^>i?;v)-6, 7, 8, 9, 10, 1 l-AWh'n-9- (l-^f;i/xf-;i/) 
-6, 13-^V - 1 3H- [1, 4] [2, 1-g] [1 , 7] ± 

20 ib^&tzte^cDmommxjm 

tt&m (T) i±, WfS¥9 - 2 6 3 5 8 5^tfH3;fcl±ftW5F 10-109989 
±j?3 ( 1 ) ~ (82) ©Yb^4»tt, «*PP9 - 2 6 3 5 8 5#^©^J£^J0IB«B 

cg^sKat-rsc *<&«» ±jb (8 3) ~ o 2) <DVd^m\±, 0- 
25 109989 ^^mommcommizm^ zmzk-t % at&-c%%>o ±13 (93) ~ 

(110) ©<b-^{±. «rll¥9 - 2 6 3 5 8 5^fB£fcJ±^P§¥ 10-1099 

8 9-^^©^S(g^jt^i:-r®a§-rsc:i:d$Tt3o 
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fc«k*sjfefc«fcD<b'&* (i) \zm&-rz><i\&®, irttt>-bmmmm<bs an 

i/t-fbG* (I) izmbir%>fc&®*^*>o 
5 fb-&%i (I) ©t'p F7yytitii> fls-^ (I) cDT^y»^T^>;Wb. 

T^-Mt^ ^y^frTKJ *;V5jf-;HbN ( 5 -jrf3=-;i/- 2 -*-=*v- 1 , 3-5/ 
5j-Jpvix>-4-^;i/) ^ h^i/^;i/^-;Wb;. ^h^t h*P7^^;Wb. i^pU^ 

10 (I) ©7j<i^#7^>;Wb> 7;^^^;Wb^ y >Rfb> #»>»fb3ftfc'fts-&#7 (#l;Lfcf> 
<bi^% (I) o*K3S*«T-fe^-;Wbx h>f;Wb> ^p^y-f;Wb\ v/iujfr 

tufc-fb^i^) ;<b-£rti (I) ©*;i/^^>>»*s^^^;Wb> T5; Nbsaxfclbi^ (0J 
Ib-g^ (I) ©^l/tf^^^^io^^Wb. y sl—^^M^ 
15 ^S/^^;i/^x^;Hb> ^^T^y^^i/cii^^Wk t^tD-HM-*^?- 
;i/^x^;Hb> 3i h^^^^Tjf-^dpi/oi^i/cnx^Mb, 7^ y s^waixy/Wb* 
(5-^;i/-2-;r*y- 1, 3-$>;*-*yv>-4— f/io ^^K^^wb^ 

&n*o - £ ©YbilrWi J: ^ xib^m (I) 
20 srr a So 

fb^J (I) K^y^fck 9 9 0*FRI 

a©H»j^7#^i8tH 6 3Hfr£ 1 9 8K£f3m£4VWS &5tz&m$k& 
T<b£«r (I) £^fb^-3%©T*&-Q-C i fe t }:^o 

^b^a (t) i±s * ttm >> > t: «t d nzfm<DMw^&<Djmnmm 
25 * **->&m*mm?m* # jciit- * > x p ^.mmm^m &*rr 

5o <b^% (T) i± N «£#{g<U 5^Tf**« 
NK- lg^V^J-^ hMt5NK-2»7>^^ hi:bt 
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&, GR1 5 98 9 7, GR149 8 6 1, SR48968 (saredutant), SRI 
4 4 19 0, YM 35375, YM3 8 3 3 6, ZD 7 9 4 4, L-7 4 3 9 8 6, 
MDL105212A, ZD6021,MDL105172A, SCH20552 8, 
SCH62373, R- 1 1 3 2 8 1 &^©fcr^V ^>M#ffc, RPR-10614 
5 5&if©^;i/fc KD-fV'fVK-Mi^ SB-41424 O&^CD^V U >§§# 
f*k ZM- 25327 Ofc£©tfPPlfU ^ MEN 1 1 4 2 0 (nepadu 

tant), SCH2 1 7 0 4 8, L- 65987 7, P D - 1 4 7 7 1 4 (CAM-2291K 
MEN 1 0 3 7 6, S1647 4^irOT°V-f h'^T*^ h'^i^ ^<Dfks GR 1 0 
06 7 9, DNK3 3 3, GR 9480 0, UK- 2 2 4671, MEN10376 

Z.MV 3 )^ MDL 1 0 5 1 7 2A, SCH2 0 5 5 2 8, SCH6 2 3 7 3, 
R- 1 1 3 2 8 1, ZD 6 0 2 1, S 1 6 4 7 4, DNK3 3 3^if{i, NK- lg 

bftm£NK-2&®.i£7>*zi=.z Yitm*&m?z>vc>i5m (nk 

i-NK 2 dual antagonist) T-&£o t£-^T, ^^©GffflliS^&l^X, NK ^NK 2 du 
15 al antagonist £ffl^£3§-£\ NK- 1 g^T>^rf^X K NK-2§§#:7> 
*rf^* h * b < {iirtn V >£ll£©#ffl, NK X -NK 2 dual antagonist m$rz 

vhn^>, hn^^^H, s^p^> b^— h, ^b^;i/^=j^5^>, ^bp* 
©it (0»J, ««:p hn^x ^hTkmmx^tf^ K >, HYbtfcilt^v h p t^>, jt£ 
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■wmx%>% 0 %fz, it&to (t) twmhm&mathxtti. 7t^ij>x^ 

xmmx'&Zo m&t&wt* m%mm wz^ -?t>x, 7^k ^ax*- t>v 
5 ^ »»\ t«ys\ ij-;k tb^a ic^-rs. m*ki±7um 

isift& ^m*. %mm, mm, w, n i vm%a&, zioiz* 

mnm&o&m c«i*.«> /i-*>v>*k 7 

?v->m, tuT— v^o^^fcv^kmm mints ^u^^-- m 

mm, mzMtez), mmmm sufiuE. i&vf^ iti 

15 ic, *3Bw©«fffls«*> ***->s«HttssfcS!k tebmz^ mm, m&mt&zam 

mm<D¥M -mmfflti'X&mmx&Zo 

*&W<DWmmW±, (1) 2ffefr (NK- l^^T>^zf^X h^NK-2g 
20 ^7->^^^ KNK- lg^T'^^rf-^ h £Jftn U >#J) £fc&3ffefr(N 
K - 1 >*:J-*hi:NK-2 &®i&7>* rf-^ h U >#J) 

(2) 2^^fe{i3^ra^{3M'fb^^fe^)©©V^■rtL<feA $ 
^^tL^o *^B^O#M^{-{±s NK X -NK 2 dual antagonist O 1 ffifr<Dfr& 

25 *%W<D&mm*, (N K - 1 gmW-T^Z rf K NK— 2 gigft; 
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wmu tsuy-7m> am. ®mm (jSTSfck mmnms, mmmm, jm&* 
n^^Dum «j n Lxma srzmmo&jiz&^Tz z z.&x ^ s 0 £ fc. 

10 fflv^^fcT-tSo 

^ jg^-fe;i/n-^ N SK^^-im SK*;i/S/»>Ax u>»*^>>>Afti;i«s 

ft £>*i3o 

±1 B «mSU©*f tUlt 0!l *. fck Xr7U>^ ^r7'J >m v ^> 

Ki/>^yp— ;k x'^p=t-;k p"-^ h^^EPP^^ir^tf ^tbSo 
25 >^up-;k D-x'y— h-;K ;k hU^T^y^ 
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a, i&fb^ > -if h ^ <i7 a. ^ y ^ er t u -fe u > & £©^M?SM ; m « x 
±ffi*^bjW©#»fcfclfc Iflt 0Ufc^ ffifb* h V ^y-feU >> D-t 

15 ±ifflfiaMbay©»js«c0yi:LT^ wbuml r^-n^ym^-bm-f 

fe^ 5c«^©iR (^J. /J-Aof^ ^nD7^;K fc£#WS>*iSo 
±HElEf (*3iJcD$? £ bT tek. 00*. it * * U b U ^ A, ^ y ^ y ^ > 
20 -*yr>A N T^VI/^— A, ^^IfT^.^Ptf&n^o 

^l50ifflIt^t«MM^i±^ #TOJ (#l> (Tween) 
8 0 (7h7^/^^-m *6IX HC0 60 (B3fc^^*;i/XSS!X #Vx.*-U>tr 
25 yn— ;k A^^^^Hz^n—;^ T^itM^A, h Fn^m^ 

IOW-hy^*)s JWBfSISBW (0!k =t?U V;w*-h8 Ck v^nzJ-;^), asm 
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Mbth'j^ mm m. ^^^mmm^jw &m.wm. *m 

* *#»fl&8!l (As roKi/>^u=i-;w fiM^Os ttttffifty- (As 

a&jsfc#*A*.«s jsy&sy (As ^vrv^ifx mmm 

jst«#;i/$">£fc4:)*. *S£#J (As y">y>, ^.i/^^pWHr 

M (As *;1/*n Xr7U>i7^^e;A, ^U^l/^^'jn-;!/ 6 0 0 0& 

tiKHKtt© S ft© te #> gffc&*n©# n — y -f > * £ i: fc <fc D KSP»^«K!l 
mcm-^So *©n— ^-f >^RIfcUTt±N A3.«s bKn^rn^M 
^•;nz;vn— Xn ac^-;i/-fe;i/D— Xn tHn^^v^vn-^ tFn^ra 
t;Hz;i/P— x s ^Ur^^^l'^'Jp— ;w y-f— > 8 CK :r;i/p-y^ 
20 F6 8. -fe;i/P— XTMz^— h7^l/- K kh*D^i'7Dt;Mf;i/t^D-X7 
K t FD^r^^W^n- X7tr- M*-*^*— K^-f h(P 
-A«J8k K-f y , &9 )l>WL • 79 U ;i««-£0 *«t Vfi* (A. ^ , 

iM;^^3fflv^s«»J^:UT^± N a*.«n ^flgasM©^u-fe u b* CAs *ttm, 
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15 mTfc. *^©#ffl^{w^(tS CI} &MM&&V t *(DmM. C 2 D 

. ±m&mmm, v- »; ^)m<om tuit matbu^A, u ^ a & £ © 771/ 

*«^©#ffl*fc*»^«-*»^©ftl^J4»O«flei±0. 5-5 0w/v%, #? 
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ommtO. 5~5 0w/v% «f^b<{*3~2 0w/v%@jftT*&S o 

5 ^i>ifcj3 < kTr j e©T/i/* u &w»so. ^sub&i (i&fb^ b u m-fb* y ^a 
7Nmz±Yv*&m\ o^***/&&mmx-?-)^ $mmOn mm 

m$m^mm^ mz.it i o o°c~ 1 2 i°c©^t 5#~3 o^jEsn^Ma-r 

20 &©#<fcl\> 

25 y bTfcsiajmswj***?* tvv, mfc^ 1 b 1 
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£©# U br-;^*^;^, y )\,m/* *W frm&m&tK * v-fr* ZWV 
- N&fi-grfls ^ h*-:^?-;^*^ y i/- h/^>>^-^^;i/^^^ y u- b/;p 
5 ^ / # ^ y u-h^a-^k ^'Jt^';;* *y^*^y;i^, 

y ^t;!/^;!/^ 5. K^tffii^k * y * f y ^ y * * ^ y v- k 

•&v*$>7 y;i/T^ h\ r^y^i/^M^^y i/— h^±a^#:, #y (;**^y;i/ 

S-100, RL-100, RS-30D, RL-30D, RL-PO, RS-PO 

10 (?& y • ^ # ^ y ;t,^ • ^ # ^ y KWMfc b u ^ • t >^e- 

;i/M#y^-> SUbt-x^aij (#k (7o>f>hSi) & 

15 ^y^y-fey >mmm^^jvmifim-f^ti^o 

£©£5&^£©#¥f»£;£L p Hfe#tt©0^*^-T^y i:bti±s#!l^{i 
20 (Carbomer) 9 3 4 P, 940s 941, 9 7 4 P, 9 8 0, 1 3 42^ 

#yft— (polycarbophil), -ftfti/tJ b>i£\) ;v (calcium polyca 

rbophil) (£tL£l±V^;ft,&BF^y b*y y^%tt!0> MW73-103> 10 

4, 105, 304 (^-rnfcftttfeMiii (#o si) ^©^its^ yr* y;n&s£- 
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n ^ i/ T;i/^r;i/« £ fe f± * T^ji^mir % ^*t^u ;>< ;i/ p — ^ N 

£>tl%>o 

5 ^^^J©*mii«^^a2k^^%©ffl^*^i±^3 OfcV>biffo9 o% (w/wX 
#*b<l±*j3 5fcl^b*&8 0% (w/«X *&k»*t<l±«4 0&^U&7 5 % (w 
/wX J^«^UV-©^^(i^3^V>L^j3 0% (w/wX #?g;b<{±^3&V>b 

1 5%(w/v)^So «MS^I±^tt«&St**&fe:^W"C*J;<, 
«WJfc*»t*«*tt«ffjR©i&5»*tt#& 5 0 %(w/w)WT. b < i±J^ 5 bi& 4 
10 0 % (w/wX £ 6 b < im 5 U*J 3 5 % (w/w) T-fe-So £ d^±fB% (w/ 

^M^fettliOi^ ^©¥i§*£?gJ±> *? f; b < {*i^J 1 5 0 b^ 2 , 
20 OOO^m, ^^t^Kli^SOO^Lil^OO^mtfe^o 

ifgim Mfflk flHRSk MHBfilt#J> Wltftk gfe<tnm*W&U ®5S#PbfcBb 

^©SS^fifc^ Jfa 0 . 5 Uft 9 5 % (w/wX b < l±m 5 . 0 LD80% 
25 (w/wX * 6 * b < ttffi 3 0 bi& 7 0 % (w/w) T'£ &o 
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(L-HPC) &£f#;gv^ft3o *T-£n t h*D^p^7'Dtf;i/-fe;i/p— ^ n #>jif-;i/ 
& p^4>^ vw>»fe£©»jWHv^;h,3o 

0>um&l,>b$J 1, 5 0 0,um-r-fo3 i fe©##?£bl > »o 

20 v\> mmmtvxtes mi\mtm&msM*>-> ttrnmawstfim^ztiZo mm 

^x.>^ 3m*k> y^^m, >it4$®R*\ #;^&£©*i$R£iJ£^A/r 
25 lvt*J;V\, Bit!l4/i^516, *0*«U±ttfcS*bt» 1 b^J 1 5 % (w/ 
wX b < }±m Ufo 1 0 % (w/w) N ££fc#£b<fc*iS$2&^Uft8% (w/ 
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MM^iomMa(±s ^ mmM<DW.mm^^t^). izn^xm i &wb^ 9 o % 

(w/w), £?£b<i±^5E^U$5 0% (w/wK 2££#?i;b<fcfciiSj5&VAb3 5% 

(w/w) t*&3o 

tek, i^J 1 /tcV^L-5^J 1 0 0%<DffiW~C£4hmtZZ£ti*X-%, b < fcfctt 1 b$J 
3 S^l^^bTfcfcs 7jcWI4W*^^S*>0T35n«^i3|5^ 

■^fl^^mX.\^^-)Vr)^~)W ^)\/T)Vzi—)W 4 V7Dt/V7/b3-/K 

25 VW ^fcif©^^-?:*) J;V^ 
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£ J: j£® « bt # & ^©^«R6Jh^J^^ bT & <fc V ^ 

m-bfru—x (M<bfiK (80 CU rfcHz;i/PHl 0 1&£X m y^-^-^ 
15 V>- mitdc^^ U!l7^j/<)^ mmiJfri'*&, L-i/Xr^ 

5&tttt«K!l^«t:»bTx 0!l*.«*l4: 5~^J9 9. 4w/w%, 8F£ b < fctoft 2 0 
~$J9 8. 5w/w% N ££>fc#3:b<fcfal&3 0~^9 7w/w%t^5o 
20 3^tt«S!lfc*»*S|i»0^«tt N Jg»tt*«!l£*fc*r bt\ 0 . 5 ~ffi 9 5 %, 

»s b < i±%tj i 6 o %cd$§h#» taceam-r * - 1 & s • 

©j;a^ii»j^bT^ Mzi&ktmkhxmrti. mm, &z^m*&mmisT^ 
zmwrnfr tmm t <d m ^ -*> *^*fts* & 2?t <t d * © 

25 \,^Z>Z£WX%, «i«*;i/3»?#^^^;H2;i/D— (5E4B2Kfi£k EC 
G-5 0 5K i'D^WD-^hij^ (mt& MM ($0 8SU 
JUh *OXtf\flt> m*-&, BASFtfe =i»;K>CL)s fi«jffitKD*J/ 
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>r> (MYbfig («) s&. pes) iz&fim^btiZo ztibammite, — s^fc 

tfftO. 0 5~»3 0w/w% #?£b<i;i$]0. 5~ftl5w/w°/o^5o 

x, ffimiz&bmmMMte&^xmmommtez ziz^A;X'^x% &\,^o z<d&? 
fcwnaufci/rfck ^at> -t?^>, 75 km a*, ^ 

10 5S>mz;vp— ;^ bFD^>7Dm;i/n-^ tb-D^i/rDW^-fe/VD 

m. gg^*^ v#y^\z>m), &^&e>fc£, man (#j 

tm#j, Be«^ sp^Js ftmffiitmftx&m^btiZo 

20 

±l3^^t!lfcLt:{±> t Kp^7pk;v^;vp-x, ^Uai^w ><7y 
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J: D ^fet- 3 - i: K <k D WHS-T 3 £ i: ifix § 3 . 

7/i/^ h-x> I — ;k v;nfh— ;k ^^h— i^V*.d— 
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^^WHz^p— ^'Jt- ;i/^py h*>, tfU^vv^u 3 

bi^ ^tt h*D^r^rDif;i/y^;H2;i/D-^*s$f^bVNo £^b#J£bTi±> i> 

±IB bfc J; a SiBO^lRl £ * g»&»©*«fc «fc D $g£"T a £ £ «t D «3i"r S - 
&X*%Zo 3 Bfafc«kD±ffiLfctlKR»J> Wfbflflk gkMSffl-fls 

«-*TOfc u < i*^n^3v^T^bfem> spflE*ri£^-r§ £ a: Jet t) sm 

^£^T®!$£bT*«kv\, 

«#*.k Jti&sk ^ ■a'^J«^if©m^p^I*^I^^T^>«tv^o ? * »&izm&<D& 
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<I±10-I 00 0 ^o>afi) »;v>T-«Mbt7^/bA§ 
mm? Z z £ iz <t D M^tiSo £ © 0: -3 ftfc 7 -f ;i/ Afcfc^Mfc b < fcfcfltlM . 

T«a***> ffiS©^rafc1ID»r*-fttt«J:^o 

ffl«K:*»*^»^&»a*^C»»bfc««*&«^*nTV^*H«BK© 

io ^nMrt^l)f»J©^Wfc:fck *!6^©#ffl^li3*5^5#^^fcAn^-r. 
v^u^^^^u^:^^fefiJc;^fc^^•ev^s©^^ffSbv^o 

-7 3i-;i/T7^>>fe^©^^- : ?»2A^ 1 2*T?©T^y^^*s^*4 v i5o 
Th'Jy^^WR *©ia*b<l±**U^±*> H^b©Hufc> 

^^«ltt^©v h U yPX^mTZZtlzmTLX, NK- l%mW.7y#zi=. 
X K ffin U >^tfcl±NK-2^7>^^ h©JfctM^**©**a:fcfci: 
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Mm ^l&fcckT>*^W>$?#i%l;*i£o ^&tfi*#*i:bTf± 

Mfc&iiTOO. 1-^5 011% ^L<{±)^0. l~Ji$3 0S*%©*3§ 

B^©#^^fc*5(t z>&mmmft**afrs m i 6 o #©F,g, £ l < i #~ 
&m&&%}jffifr<D9 o%&±*®M$&zztifimmMm (±ib> snm 

20 P^^Ati^^T l&V>b6 0SW3fc. £ b < & 1 &V> b 3 0# 

±iai^aj©s^j^fc***r #91 o~^9 911%, $?^u<{±^3 

25 3^ts«:> mo. 0 i-hkji om%, »*b<(±^i~^j5«s%t?2feSo «se 
fls3W©W(lHl^»ft:»f $j 0 . 1 9 0 mm%. l < t±> m 0 ~ 
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S%s U * b < &Jft 1 0 3 0 ll°/T'$.5o U V— ©Mjfctettfc*** 

<5*fr*tt„ ^J0. 1^3 011% #Sb<tii»l 0~^]2 5«fi%-^fe^o 35 

^b#j©®aj^fc^-r£^*£»j& o . i ~,m o m%> » * l < {±^j i ~-m 5 

*#§i?j§©#/B^©-B&#mfcJ:. mwomm. &*fm<D#m, mu &m, m& 
&m.s ^omm, mm, gwjottR, mm, ai> tw©ts«t^a;o 

10 lkg*i^feD^)0.0 0 5~^1 0 Omg^ SfS; b < tt$J 0 . 0 5^5 0mgt 
Wfci&3ih<l±mo. 2~m3 0mgX*$>*), Zti*mni S l~3®fc:#W 

mm, mmm\(D&m, mm, mm, mM^mm^ifiz^xm^, n^mM 

mo. 0 0 l~2 0 0 0mgm W&hAimO.O l~5 0 0mg^ 
£b<fc^ mo. 1-1 OOmgaSt-eafeD, dti^ai^l B l~4Ie]t^T^ 

20 -r^o 

l/&fr£^c&#Lfc^> ffe©^#£&#bT&J:V\, 2^1001 
#J£U l^^'J©^JfcbTs m*£tztemmz&J3-LT% «tV>o f$f^£:fe^ 
-C*S#-r§«^. I$f?aM&&^3^i*&9\ 0>J;L 

#J £ fcttN K - 2 > # U - ^ h tfeil^~3B £U*k 2? * b < \t 1 

0#~lBW|*k ck^^b<{±l 5#~lB$imrtfcNK- l&<gfo7>*3~X 
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NK- 1§^7>^ J-^ hmbfe^ 1#~1B^F*3> S?£L<f±10#~ 
6 B#H§W.F*U £ D L < & 1 5 £ 1 Btmrt l^ra "J >#Jg; fcfcfcN K - 2 

NK- 2&<gfa7>#3-XhmO . 0 0 1~**J2 0 0mg/kg^M4U 
1 5^^P^^J(cMB^tlfc<b-a^3 (T) *j 0 . 0 0 5 1 0 Omg/k g 

*mM<Dwmmte&^x, mm±mznt^t^m en ©^rat*. m^j©m 

10 CiotWS^ m^J^fc^UTO. 01-10 01i%i^ $?2;L 

<&o. i~5oii%m .^t^b<i±o. 5-2 onm%mm-e$>%o 
n k - i ^^>^ h (Dftm&&. mm^ts^mnmmx'^ % t#x. & 

NK - lg^ffc:r>#rf^* hfcf^n U ^J&cfcZ^/^fc&NK- 2 

£^#U NK-2g^^>^rT-^ hi:©ig(iNK-2^#:T>^^ 
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( 1) Yb-^No. 3 1 0. Omg 

(2) 6 0. Omg 
5 (3) 35. Omg 

(4) b KD^i/7"Dtr;i/^^;i/-fe;i/D— X 3. Omg 

(5) V^v^^A 2. Omg 

fli^BNo. 3 10. 0mgi:?Li6 0. 0 mg&&XP=i—>x#—^ 3 5 . 0 
mgfc©$B£«> l 0it°/ot Fu^yuwtm-kfru—xxm&q. 0 3 

10 ml (t KD^>rnW^-fe;i/D-Xtl-C3. Omg) 

^ 4 O^l^iailfco §?»tifc!ll^^f 5"J >iYn^>^A 2 . Omg 

15 #%0>J2 

(1) <b-&tlNo. 3 1 0. Omg 

(2) %m 7 0. Omg 

(3) zr— 3=- 5 0. Omg 

(4) qT^tt^>^> 7. Omg 
20 (5) ^'TUVKv^^A 3. Omg 

rtii^No. 3 10. 0mgi:X7 1 7'J>imi'>i7A3. 0mg£nr«^ 
>7->©7j<«0. 07ml (RT«:r>:7->i;LT7. Omg) T^^bbfc^ 
f£*iU ?M«70. Omg^cfctfrr-v;**-^ 0. 0 mg tM^Ltzo m^8f£ 

25 3 

-fb-^No. 3 2 0 Omg. 

2cm#^-H;^A 2 0 Omg 
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mtmm&7k ±& 2 mi 

##flJ4 

> 2 0 Omg 

gUmmi- b U ^ A 2 00mg 

&MmM%7k ±M 2ml 

M5^h^ns;> 20 Omg 

^#m^-hU^A 2 0 Omg 

^mmm^TK ±m 2 m 1 

6 

M( + )SR4 8 9 6 8 2 0 Omg 

^Iftth'J^A 2 0 Omg 

&mmm%7k. ±m 2 mi 
«( ±)sr4 8 968 &£xF&mmmj- h u * Azmtmrnwikicmm u mm 

mmi 

<5 o 
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Hife$J4 

i~3 ©v>m*»©«#j&#%0a 4 (D®ffl£&mm 6 ©wwft^n-^n 
gram 

-fb-^N o . 3 &*g&( ±)sr48968 ©st^ m^mm^micm-t zwm® 

£3Sfc«fclc&--}£iiae (0. 3ml/^) TfJBHfifertfcffiXf 

*©*fla&i»j£Lfco WSlfc^to ^7D7*777* h*&-%-fc<fc«3M'J>Lfc 
15 ilSICMl, ^tl^n#^T*t±JKBfe^S%ti^;$^V^M©'fb-&%lNo. 3*5 
&Tmgl(±) SR 4 8 9 6 8 fc^-TS «&SJ±ii*U ffi3^©#ffl38rfll# 



9**—ym-\st&fcr>*-J=.z> v £***~yM-2g!gtffc7>*rf^;* h©(#ffl$bm 



(200 mg/kg, i.p.) 


ma, nmw9& 
mm., mgAg) 




»*«r mm 

(ml) (ml) (%) 


+ 
+ 
+ 
+ 


•(b^No.3 (0.3) 
SR48968 (10) 
-fb-^No.3 (0.3) +SR48968 (10) 


1.69±0.23 

1.10±0.37 0.94±0.12 3.6±14.1 
1.06±0.14 1.05±0.14 -0.28±5.3 
0.99±0.08 1.03±0.09 3.8±3.3 
1.02±0.14 1.62±0.28 55.0+10.1 • 







* p<o.o5 mmm-z-Mmm, vrnz.) 



79 



WO 02/051440 



PCT/JP01/11231 



MyM±ffiK& (N,N-dimethylacetamide-polyethylene glycol 400 (V/V, 1:1)) izfe 
■&2>mt)lz&t)7j%\stz 0 *yVV7*?,y7\ 1*2 0 0 mg/k g£fc&M£IOjl$F*l 

£3AafcK&-5e»ft (o. 3mi/^) x-mw,mz&xTz>ztx-mm*m 
rnhzmm^tco ^m*^2^i-o ^?D7tx77> K^^ibM^bfeiigM 

tzo 

15 



mm 

(200 mg/kg, i.p.) 


(fflS, mg/kg) 


MM 


^ttr m&k mm 

(ml) (ml) (%) i 


+ 
+ 
+ 

+ 


^b-&^No.3 (0.3) 

mb**i/7?--> (i) 

<fbl§r#>No.3 (0.3) 
+mb***szf?--> (1) 


1.58±0.27 

0.60±0.07 0.56±0.08 -0.7+14.2 
0.66+0.08 0.80±0.09 28.6±12.4 
0.76±0.13 0.78±0.12 6.9+12.4 

0.66±0.12 1.40± 0.22 198.7±112.2 • 







* p<o.o5 wmm&^Mmm, hmz.) 

m^itmm (N,N-dimethylacetamide-polyethylene glycol 400 (V/V, 1:1)) fc» 
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* ft & ®&*>«4stt? * £ t 

10 (3) «ll^^*«BlfPffl*««"r*ci:*«*C*«. 

B*T«ffilS$ftfe#M2 0 0 0-3 9 1 0 1 3*&mhLX&Q*tit> 
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1. 5£ 




5 c:*#n um±, &frmm — x — y< hbT-N=c<, -co-N<sfci± 

-cs-N<W«S; 

R a * «fc VR b fcfefcfci|i&£- LT A3Hft?Kfifc"r S i\ £ V^^I^J— £ fcltmmte o t zkfH 

cm±wm^*m lx^x % x^mm^rzi±m.^m ; 
zmi±wmztix^x&&\,^mmm.mm i&xw 

ntefc 1 6 (Dmk&m-?^ xm£n&ih^rMl)& b < ii^clSfeli^OT'D 

15 2. <fbl^3(I)#(D (9S) - 7- [3, 5-£* (h'j7MO^^l/) 

-6, 7, 8, 9, 10, 1 2— -s^-tJ-t h'D-9-^3Sn/-6 , 12-WV- 
5-7^^;i/ [1, 4] ¥~7W; 12, 1-g] [1, 7] ^37^<;^>^ (g) (9 
S) -7 - [3, 5 -If* (h V7)V*U*m) -6, 7, 8, 9, 1 
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20 [1,4] ^T-lf^y [2, 1-g] [1, 7] rM7^U ® (9R) 

-7- [3, 5-bT* ( h U7MD^f;i/) - 6, 7, 8, 9, 10, 

1 l-'vWk h*P-9-^;U-6, 1 3-^^V-5-7^-^- 1 3H- 
[1, 4] V7^*/; [2, 1-g] [1, 7] @(9R) -7 - [3, 

(h'j7Mn^f;i/) ^;v] - 6, 7, 8, 9, 10, 1 
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tb*D-9-/f;V-5- (4^*7-JV7 *.—)\s) -6, 13-WV-13H- 
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1 1-^-tf-t pn- 9 6, 1 3-S>*-#V- 1 3H- [1, 4] V7^J 
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l-g][l, 7] ^7^-U^>7f*S«S*©l6HlSa*©Blllo 
3. <b<&f5(i)# (9R) - 7- [3, (h'j7MP^f;i/) ^>s^;i/] 

10 -6, 7,8,9, 10, 1 l-^thh'P-9-^^;i/-5- (4-^?;i/7x 
-6, 1 3-t?^V- 1 3H- [1, 4] 5>7VW [2, l-g][l, 

7] ^7^<jy>-c»aKf*©«fiHiffi«©E*o 

m U Knni;^ y>ii^feli7v^ K^7^ h'PTC 

15 feSW*©«BffllS3tg©E^o 

5. GR9 4 8 0 0\ GR 1 5 9 8 9 7, MEN 1 0 6 2 7, MEN 1 1 4 2 0 (ne 
padutant), SR144 19 0, SR48968 (saredutant), GR149 8 6 U 
YM 3 5 3 7 5s YM3 8 3 3 6, ZD 7 9 4 4, L-74 3 9 8 6, MDL105 

2 12A^ ZD60 2 1; MDL 1 0 5 1 7 2A, SCH2 0 5 5 2 8, SCH62 
20 3 7 3, R- 113281, RPR- 10614 5, SB-4 1 4 240, ZM-2 

5 3 2 7 0, SCH2 1 7 0 4 8, L- 65987 7, PD- 1 4 7 7 1 4(CAM-229 
IK MEN 1 0 3 7 6, S 1 6 4 7 4, GR1 00 6 7 9, DNK3 3 3, GR94 
8 0 0, UK-2 2 4 6 7 1, MEN 1 0 3 7 6 *fctt*©&T!*3St:&©ttH 1SB 
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- C S - N < £ £i**Jg ; 
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11. (9R) -7- [3, (bU7Mn^f;v) ^>V)V\ -6,7, 
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1 3-SWfV- 1 3H- [1, 4] VYV*/J [2, 1-g] [1, 7] ±7^U 

15 ^>i:tn;=n;>^iji:^«a^t>-frT^s^o 

13. M&m, mm, m&mmsmmm, >ja-vfBw*> mmm#z, m 

#^JT'$. § tt^©^H 1 1 SB«0|g^o 

14. Bi?Li?i^t:^bT> (9R) -7- [3, 5 -If* (h'J7Mn^^) ^ 
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The inventions as set forth in claims 9 and 14 pertain to methods for treatment 
of the human body by therapy and thus relate to a subject matter which this 
International Searching Authority is not required, under the provisions of 
Article 17(2) (a),(i) of the PCT and Rule 39 (iv) of the Regulations under the 
PCT, to search. 
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Observations where unity of invention is lacking (Continuation) 

Independent claims in the present application are summarized as follows. 

The invention as set forth in claim 1 in the present application relates 
to a "drug for unspecified use" which comprises a combination of "a compound, 
its salt or a prodrug thereof" , i.e., a specific compound represented by the 
formula given therein with "an NK-2 receptor antagonist". 

The invention as set forth in claim 7 in the present application relates 
to a "drug for unspecified use" which comprises a combination of "an NK-1 
receptor antagonist", the structure of which is not specified, with "an NK-2 
receptor antagonist" further combined with a cholinolytic. 

The invention as set forth in claim 8 in the present application relates to 
a preparation for restricted use (i.e., preventives for urinary frequency, 
urinary incontinence, etc. ) which comprises a combination of "an NK-1 receptor 
antagonist", the structure of which is not specified, with "an NK-2 receptor 
antagonist" . 

Although the subject of the invention as set forth in claim 10 in the present 
application resides in urinary frequency and urinary incontinence, it is not 
restricted thereto but relates to the use of "a compound (I), its salt or a 
prodrug thereof", which is a specific compound represented by the formula given 
therein, with "an NK-2 receptor antagonist" fox producing preventives and 
remedies for asthma, chronic obstructive pulmonary disease, rheumatoid 
arthritis, arthritis deformans, pain, cough, irritable bowel syndrome, 
vomiting, depression, anxiety, manic-depression or schizophrenia. 

The invention as set forth in claim 11 in the present application relates 
to a "drug for unspecified use" which comprises a combination of a single 
specific compound " (9R) -7-'[3, 5-bis (trif luoromethyl) benzyl] -6, 7, 8, 9, 10, 11- 
hexahydro-9-methyl-5- ( 4-methylphenyl) -6, 13-dioxo-13H- [1,4] diazocino [2, 1- 
g] [1, 7]naphthyridine] described therein with a cholinolytic. 

Although the subject of the invention as set forth in claim 15 in the present 
application resides in urinary frequency and urinary incontinence, it is not 
restricted thereto but relates to the use of a single specific compound 
" (9R) -7- [3, 5-bis (trif luoromethyl) benzyl] -6, 7, 8 , 9, 10 , ll-hexahydro-9- 
methyl-5- (4-methylphenyl) -6, 13-dioxo-13H- [1, 4] diazocino [2,1- 
g] [1, 7] naphthyridine] described therein with a cholinolytic for producing 
preventives and remedies for asthma, chronic obstructive pulmonary disease, 
rheumatoid arthritis, arthritis deformans, pain, cough, irritable bowel 
syndrome, vomiting, depression, anxiety, manic-depression or schizophrenia. 

The invention as set forth in claim 16 in the present application relates 
to a commercial package containing the above-described drug and a "document" 
indicating that it is usable or to be used in preventing and treating asthma, 
chronic obstructive pulmonary disease, rheumatoid arthritis, arthritis 
deformans, pain, cough, irritable bowel syndrome, vomiting, depression, 
anxiety, manic-depression or schizophrenia, in addition to urinary frequency 
and urinary incontinence. 
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Based on the statement in the description of the present application, it 
is understood that the specific compound K ( 9R) -7- [3, 5- 
bis (trif luoromethyl) benzyl] -6,7,8,9, 10, ll-hexahydro-9-methyl-5- (4- 
raethylphenyl)-6,13-dioxo-13H-[l, 4] diazocino [2, 1-g] [1, 7] naphthyridine] as 
described above is involved in the scope of the above-described compound (I) . 
It is also understood that the compound (I) belongs to the category of "NK-1 
receptor antagonist". 

As stated in the document presented in "C. DOCUMENTS CONSIDERED TO BE 
RELEVANT" in this international search report, it had been publicly known prior 
to the priority date of the present application that compounds serving both 
as an NK-1 receptor antagonist and an NK-2 receptor antagonist are usable 
in preventing and treating asthma, chronic obstructive pulmonary disease, 
rheumatoid arthritis, arthritis deformans/ pain, cough, digestive diseases, 
vomiting, neurodegenerative diseases, depression, in addition to vesical 
function disorders including urinary frequency and urinary incontinence. 

Also, it had been publicly known prior to the priority date of the present 
application that the simultaneous administration of an NK-1 receptor 
antagonist and an NK-2 receptor antagonist exerts a synergistic effect on 
bronchoconstriction . 

Considering these prior arts, the inventions of the present application may 
be roughly classified as follows. 

(1) Provision of drugs by combining an NK-1 receptor antagonist having a 
specific structure with an NK-2 receptor antagonist. 

(2) Provision of drugs by combining an NK-1 receptor antagonist having a 
specific structure with a cholinolytic . 

(3) Provision of drugs by combining an unspecified NK-1 receptor with an 
NK-2 receptor antagonist combined with a cholinolytic. 

(4) Provision of specific medicinal use ( i.e., preventives for urinary 
frequency and urinary incontinence) of a combination of an unspecified NK-1 
receptor with an NK-2 receptor antagonist optionally combined with a 
cholinolytic. 

Although these groups of inventions each aims at establishing a synergistic 
effect, means for establishing the purpose or the subjects of the purpose 
are not identical with each other. 

Such being the case, these groups of inventions are not considered as relating 
to a group of inventions so linked as to form a single general inventive 
concept. It is publicly known to use in preventing and treating vomiting, 
neurodegenerative diseases, etc. 
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